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PREFACE 

TO  THE  EIGHTH  EDITION. 


In  this,  as  in  former  editions  of  this  work,  it  is  aimed,  first,  to  give 
to  students  and  practitioners  ol  medicine  the  knowledge  necessary  for 
the  making  of  autopsies,  the  preservation  of  tissues  and  their  prepara- 
tion for  microscopic  examination,  and  to  outline  the  characters  and 
methods  of  study  of  pathogenic  micro-organisms;  second,  to  consider 
the  nature  of  infection  and  immunity,  to  describe  concisely,  with  such 
illustrations  as  seem  necessary,  the  lesions  of  the  acute  infectious  dis- 
eases and,  so  far  as  they  are  known,  the  micro-organisms  inciting  them, 
the  various  phases  of  degeneration  and  inflammation,  the  characters 
of  tumors,  the  lesions  of  the  general  diseases,  of  poisoning,  and  of  violent 
deaths;  and,  finally,  to  describe  briefly  the  special  lesions  of  different 
tissues  and  organs  of  the  body. 

While  the  aims  of  the  book  have  remained  essentially  unchanged  in 
this  edition,  the  section  devoted  to  general  pathology  has  been  rewritten 
and  expanded,  and  various  phases  of  pathological  physiology  have 
received  more  attention  than  formerly.  Also,  in  this,  still  more  than  in 
the  last  edition,  stress  has  been  laid  upon  the  relationships  of  pathology 
to  the  allied  phases  of  biological  science,  and,  where  it  might  be  done 
without  hazard  to  the  more  urgent  practical  aims  of  the  work,  disease 
has  been  considered  as  an  adaptive  process,  and  pathology  view-ed  as  one 
aspect  of  the  diverse  manifestations  of  life  and  energ}',  rather  than 
as  belonging  to  a  special  and  exclusively  human  domain. 

Dr.  Delafield  no  longer  shares  in  the  preparation  of  the  work:  so 
that  the  writer,  deprived  of  the  wise  counsel  and  large  experience  of 
the  senior  author,  is  alone  responsible  for  such  alterations  and  additions 
as  have  been  made  in  this  as  in  the  last  two  revisions. 

The  great  and  rapid  accumulation  of  data  in  the  wide  field  which 
this  book  covers  has  made  necessary  the  exclusion  in  large  measure 
of  those  phases  of  clinical  diagnosis  and  practical  bacteriology  which 
are  now  adequately  covered  in  special  treatises. 

The  book  has  been  largely  revised.  Over  one  hundred  and  fifty 
new  illustrations  have  been  added. 
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PART  I. 

GENERAL  PATHOLOGY. 


•■« 


San  FriANcisoo, 

INTRODUCTION. 

The  successful  pursuit  of  pathology — the  science  which  treats  of 
disease — depends  largely  upon  the  clearness  and  accuracy  of  the  stu- 
dent's knowledge  of  normal  anatomy  and  normal  physiology. 

Leaving  aside  as  not  indispensable,  and  at  present  not  attainable,  an 
accurate  definition  of  life,  it  is  important  constantly  to  realize  that  the 
normal  living  body  is  a  complex  and  delicate  mechanism  incapable  of 
creating  new  forces,  but  able,  by  means  of  its  cellular  and  molecular  or- 
ganization, to  accumulate  or  store  energy  derived  from  without,  releas- 
ing this  under  fixed  and  definite  conditions.  This  storing  of  energy  is 
possible  by  means  of  the  capacity  of  living  body-cells  to  build  up  com- 
plex molecular  combinations.  These,  owing  to  their  instability,  may  be 
readily  resolved  into  less  complex  and  more  stable  combinations  with 
the  release  of  the  stored-up  energy.  This  it  is  which  makes  possible  all 
expression  of  life. 

Many  of  the  earlier  views  concerning  life  and  death  and  health  and 
disease,  which  have  long  since  given  way  to  more  accurate  conceptions, 
still  hold  a  certain  sway  among  the  thoughtless,  perpetuated  by  tradi- 
tional forms  of  speech.  One  of  these  is  that  disease  is  an  entity,  some- 
thing foreign  to  the  body  which  may  enter  from  without,  and  with  which 
the  body  may  struggle  and  fight,  which  it  may  conquer  or  to  whose  rav- 
ages it  may  succumb.  It  will  be  wise  for  the  student  constantly  to  re- 
member that  disease  is  not  a  thing,  but  a  process.  It  is  an  abnormal 
performance  of  certain  of  the  functions  of  the  body.  This  may  or  may 
not  be  associated  with  appreciable  morphological  alterations  of  the  body 
structure.  It  is  those  agencies  and  conditions  to  which  the  body  has 
not  adapted  itself,  which,  swaying  its  normal  capacities  now  one  way 
and  now  another,  induce  the  functional  aberrations  and  structural  altera- 
tions by  which  disease  is  manifested. 

It  follows  from  this  that  the  functional  abnormalities  and  the  struct- 
ural alterations  which  make  up  the  signs,  symptoms,  and  lesions  of  dis- 
ease involve  the  expression  of  no  new  functional  capacities  which  the 
normal  l)ody  does  not  possess.  These  may  be  diminished  or  exalted, 
they  may  be  perverted  or  abolished;  or  the  cells  may  now  and  then  re- 
vert to  forms  and  to  phases  of  activity  which  the  body  has  long  since 
outgrown  or  largely  suppressed  in  its  slow  adaptation  to  conditions  of 
life  which  now  constitute  the  normal.  But  the  bodv  in  disease  manifests 
no  new  functions,  develops  no  new  forms  of  energy',  reveals  no  new  ca- 
pacities. 

Thus,  if  patholog}'  is  to  be  for  the  student  or  the  practitioner  any- 
thing but  a  mass  of  more  or  less  useful  facts,  he  must  learn  to  correlate 
its  data  with  the  facts  and  laws  of  normal  morphology  and  normal  phys- 
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iolog}^  While  he  should  be  conscious  always  on  the  one  hand  of  tlie 
invisible  molecular  changes  which  underlie  the  manifestations  of  energy, 
and  on  the  other  will  not  ignore  the  details  of  gix)ss  morphology,  his  at- 
tention will  be  most  constantly  drawn  to  the  cells  as  the  life  units  uiK>n 
which  ultimately  both  the  form  and  function  of  living  things  depend. 
He  will  realize  that  as  the  cells  of  the  normal  l)odv  are  what  thev  are  in 
form  and  in  function  because  of  the  conditions  under  which  thev  have 
been  slowly  evolved,  and  are  at  the  moment  placed:  so  when  the  condi- 
tions change  and  become  abnormal,  it  is  to  the  cells  that  he  must  look 
for  an  understanding  of  the  aberrations  and  disturbances  by  which  we 
recognize  disease. 

In  normal  physiology  attention  is  most  keenly  centred  to-day  upon 
the  structure  and  performances  of  cells  as  the  field  richest  in  the  promise 
of  significant  revelations.  80,  also,  in  pathology  by  similar  methods 
and  with  equal  pei*sistence  must  the  structure  and  j>erformances  of  cells 
under  abnormal  con<litions  be  studied  if  we  are  to  hope  with  reason  for 
a  clearer  comprehension  of  disease.  This  has  lonir  l)een  recognized,  and 
to  the  conception  of  the  pathological  processes  as  essentially  cellular 
processes  are  due  the  great  advances  which  this  j)haseof  biological  science 
has  made  iluring  the  past  few  decades.  But  the  newer  knowledge  of  the 
cell,  not  as  a  membranous  bag  nor  as  a  mere  lump  of  protoplasm,  but  as 
a  complex  machine  whose  various  structural  features  are  of  the  utmost 
significance,  has  greatly  widened  the  field  of  cellular  pathology. 

Manifestations  of  liereditv  which  are  displaved  in  the  bodv  as  ii 
whole  have  long  been  known.  To-day  we  may  and  must  take  account 
of  the  marks  of  hereditv  in  individual  cell  life.  Not  a  few  of  what  we 
call  tlie  aberrances  of  cells  in  disea.se  are  but  the  expression  of  cell  traits 
and  capacities  latent  in  the  environment  which  has  become  the  usual  and 
therefore  the  normal,  l)ut  finding  expression  as  the  sway  (»f  the  body- 
organism  is  relea.^ed  under  disturl)ances  of  its  e(juilil)rium.  Thus  cells 
thrown  out  of  function  mav  in  a  measure  revert  in  character  to  le.ss  dif- 
ferentiated  types,  and  cells  long  comparatively  (juiescent  may  under 
varying  stimuli  assume  capacities  and  forms  which  they  seemed  to  have 
outgrown. 

Of  course  in  the  pursuit  of  pathological  morphology  it  is  the  dead 
body  and  dead  tissues  with  which  we  are  most  often  engaged.  But  these 
are  of  special  interest  only  as  they  reveal  structures  or  indicate  processes 
which  were  maintained  during  life.  80  that  he  who  can  most  closely 
correlate  the  knowledge  of  the  living  cells  with  his  observations  upon 
those  which  are  dead  will  gain  most  from  his  morphological  studies. 

While  the  pathologj'  of  to-day  is  essentially  a  cellular  patholog>', 
w^hile  it  is  illuminating  and  convenient  to  consider  the  cells  as  physio- 
logical and  structural  units,  maintaining  a  certain  independence  of  ex- 
istence and  function,  it  is  nevertheless  true  that  beyond  their  mere  jux- 
taposition in  the  body,  beyond  a  close  mutual  dependence  upon  the 
common  l)lood  supply  and  nerve  control,  there  is  a  subtle  and  as  yet 
little  understood  transmission  of  physiological  impulses  from  cell  to  cell. 
Whether  this  is  by  protoplasmic  continuity  or  in  some  other  way,  we  do 
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not  know.  But  it  should  not  be  left  out  of  the  account  in  some  of  the 
more  complex  and  subtle  problems  which,  in  health  as  in  disease,  the 
life  of  the  cell  and  the  life  of  the  body  present. 

The  interrelationship  of  organs,  and  the  innervation  and  circulation 
which  they  share  in  common,  have  most  important  bearings  upon  both 
the  morphology"  and  physiology  of  disease.  This  relationship  will  be 
considered  briefly  in  the  later  chapters  of  this  book,  but  should  receive 
especial  attention  in  the  study  of  clinical  pathology. 

When  we  studv  the  so-called  causes  of  disease,  we  should  remember 
always  that  underlying  the  manifestations  of  disease,  as  well  as  sustain- 
ing the  correlated  processes  which  we  name  health,  are  the  complex  and 
ceaseless  chemical  transformations  which  in  both  health  and  disease 
alike  supply  the  energy  which  sustains  all  expression  of  life.  So  that 
what  we  are  wont  to  call  the  causes,  whether  external  or  internal,  of  dis- 
ease are  really  not  primary  causes,  l)Ut  liberating  impulses  or  excitants 
which  swav  and  modifv  the  orderlv  transformations  of  energv  constitut- 
ing  health  with  those  manifestations  of  perturl^ed  function  or  altered 
structure,  or  ijoth,  on  which  our  concept ii^is  of  disease  are  framed. 

Pathology,  then,  deals  with  the  disturbances  of  function  and  tlie  al- 
terations in  structure  in  livini::  beinirs,  induced  by  unusual  agencies  and 
conditions.  The  functional  disturbances  thus  induced  are  embraced  as 
symptoms  of  disease  in  patholoijical  phj/siolo(ij/,  which  so  largely  dominates 
the  scientific  activities  of  the  physician,  and  forms  the  basis  for  the  prac- 
tice of  his  art.  The  j^henomena  of  pathological  physiology  are  in  no 
sense  opposed  to  those  of  normal  physiology,  but  are  their  inevitable 
correlatives  when  the  living  body  is  placed  under  sufficiently  abnormal 
conditions.  Patholoyical  morpholoijn  is  concerned  with  the  structural  al- 
terations of  the  organism  which  may  result  from  abnormal  conditions. 
Pathological  morphology  deals  with  both  the  gross  and  the  microscopic 
alterations  of  structure,  and  hence  embraces  both  patholofjical  anatomy 
and  pathoUnpcal  histologi/. 

But  alterations  in  structure  are  so  doselv  associated  with  disturbances 
in  function,  and  both  are  so  constantly  dependent  upon  the  inciting  fac- 
tors in  disease,  that  an  intelligent  study  of  morphology  necessitates  a 
constant  consideration  of  etiology  and  of  certain  phases  of  pathological 
physiology. 

It  is  customary  and  convenient  in  the  study  of  pathology'  to  consider 
together  th^  general  or  elementary  abnormal  processes  and  conditions 
and  the  etiological  factors  in  disease  without  reference  to  their  special 
manifestations  in  particular  organs  or  parts  of  the  body.  This  division 
of  the  subject  is  called  General  Pathology.  Special  Pathology  deals  with 
the  forms  and  details  of  lesions  in  individual  organs  or  parts  of  the 
body. 

The  human  body  is  so  complex  in  its  organization  that  the  student  of 
pathology,  like  the  student  of  normal  morphology  and  physiology,  is 
under  the  constant  necessity  of  seeking  light  through  the  study  of  sim- 
pler organisms.  In  our  extremely  differentiated  and  intimately  co-ordi- 
nated cells,  many  features  fundamentally  simple  are  veiled  or  modified; 


6  INTRODUCTION 

SO  that  we  can  understand  them  only  when  we  interpret  them  in  the 
light  of  less  advanced  forms. 

Thus  it  is  that  in  the  lore  of  the  zoologist  and  the  botanist  we  may 
find  the  key  to  obscure  and  important  manifestations  of  al)errant  cell 
life.  It  is  in  truth  through  the  pursuit  of  comjmrativc  pathology  that 
some  of  our  greatest  advances  in  the  conceptions  of  disease  have  been 
won.  and  in  it  lies  the  V)rightest  primiise  for  the  future.  In  the  light  of 
embryology  many  obscure  pathological  processes  become  plain  and  many 
clews  to  fruitful  research  are  secured. 

Furthermore,  so  much  depends  upon  the  metabolism  of  the  l>ody  in 
health  and  disease  that  it  is  to  chcmistrif,  both  physiological  and  patho- 
logical, that  the  scientific  physician  looks  most  eagerly  for  the  solution 
of  problems  which  each  day  become  more  numerous  and  urgent. 

Finally,  we  are  daily  realizing  more  clearly  that  in  those  complex 
and  subtle  processes  which  we  are  wont  to  call  vital,  such  physical  fac- 
tors as  molecular  constitution,  osmosis  and  diffusion,  gravitation,  elas- 
ticity and  pressure  are  of  the  highest  significance  and  cannot  in  our 
studies  be  wisely  ignored. 


CHAPTER  I 

THE  CONDITIONS  OF  DISEASE. 

The  human  body,  like  other  living  organisms,  has  acquired  its 
present  form  and  its  varied  functions  through  gradual  adaptation  to  its 
environment. 

The  maintenance  of  the  normal  life  of  the  body  involves  a  normal 
mechanism  and  impulse  to  start  with,  and  a  constant  and  successful 
adjustment  to  the  conditions  under  which  it  is  placed.  While  the 
continuance  of  the  state  which  we  call  health  depends  upon  the  approxi- 
mate maintenance  of  the  external  conditions  to  which  the  bodv  has 
become  adapted,  it  should  be  borne  in  mind  that  the  adaptive  capacity 
of  the  bodv  is  in  manv  wavs  so  effective  that  it  can  maintain  its  normal 
structure  and  functions  in  spite  of  unusual  surroundings  and  adverse 
influences.  Thus,  for  example,  the  body  can  adapt  itself,  within  the 
limits  of  what  we  call  health,  to  alterations,  deficiencies,  or  excesses  of 
nutrient  material ;  to  varying  extremes  of  heat  or  cold,  moisture  or  dry- 
ness; to  electrical  tension;  to  animal  and  vegetable  parasites;  and  to 
various  poisons,  both  those  w^hich  come  from  without  and  those  which 
result  from  faultv  metabolism.  Bevond  certain  rather  ill-defined  limits, 
however,  the  adaptive  capacity  cannot  go,  and  disease  results. 

The  adaptive  capacity  may  vary  greatly  in  different  individuals, 
depending  upon  age,  sex,  race,  etc.,  so  that  adverse  conditions  which  one 
individual  can  sustain  without  marked  functional  disturbance  or  struct- 
ural damage  may  induce  in  another  more  or  less  serious  disease.  There 
is  thus  disposition  and  relative  immunity  to  disease.  For  example, 
children  are  in  general  much  more  disposed  to  certain  diseases  than  are 
adults.  This  disposition  to  disease  is  not,  however,  always  fixed,  but 
may  give  way  to  immunity  under  conditions  which  we  shall  study 
especially  in  the  acute  infections. 

Disposition  to  disease  may  be  inherited  and  find  expression  through 
obvious  structural  abnormalities  or  through  subtle  functional  defects, 
difficult  or  impossible  to  define  or  detect. 

The  harmful  conditions  to  which  the  body  may  be  subjected  and 
which  incite  disease  may  be  divided  into  two  classes,  external  and  in- 
ternal.  We  may  thus  speak  of  external  and  internal  conditions  of 
disease. 

It  does  not  fall  within  the  scope  of  this  book  to  enter  upon  a  dis- 
cussion of  the  manv  and  varied  conditions  under  which  disease  occurs, 
nor  to  place  in  array  the  many  and  wearisome  phases  of  classification 
which  have  been  more  or  less  imposing;  or  useful  in  the  earlier  days  of 
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pathology  and  medical  practice.  We  shall  consider  here  only  some  of 
the  more  general  conditions  of  disease,  referring  for  a  study  of  the  de- 
tails of  the  specific  excitants  to  later  chapters. 

External  Conditions  of  Disease. 

Disturbances  of  Nutrition. — The  body  may  suffer  through  excessive 
or  deficient  nourishment.  Too  much  food  may  in  certain,  though  not 
in  all,  persons  lead  to  an  abnormal  accumulation  of  fat.  Too  much  food 
or  unsuitable  food  may  lead  to  disorders  of  the  digestive  apparatus 
or  it  may  lead  to  the  production  within  the  body  of  metabolic  su}>- 
stances  which  seriously  damage  important  organs.  There  is  much 
reason  for  belicvin<r  that  through  such  faulty  metabolism  forms  of 
auto-intoxication  may  arise  which  damage  the  p^jrenchyma  of  the 
liver  and  kidney,  for  example,  so  that  structural  as  well  as  functional 
disorders  arise. 

On  the  other  hand,  through  insufficient  nutriment  the  fat  mav 
disappear,  the  voluntary  muscle  substance  diminish,  and  the  blood 
deteriorate.  Inanition  may,  however,  occur  in  persons  whose  food 
supply  is  both  abundant  and  siiitable.  for  example,  in  structural  or 
functional  discM'deis  of  the  digestive  organs,  in  the  insane,  etc.  Nutri- 
tion mav  suffer  also  in  the  absence  of  a  sufficient  amount  of  water  or 
proteids  or  inor<ranic  salts  in  the  food.* 

Air  Supply. — Through  the  function  of  respiration  a  supply  of  oxygen  is 
furnished  to  the  blood  in  the  recesses  of  the  lungs,  and  excretory  prod- 
ucts are  carried  off.  The  failure  of  this  function  mav  be  due  to  a  lack 
of  air  bearing  the  oxygen  or  some  interference  with  the  respiratory 
channels  or  mechanism.  The  failure  of  oxviren  to  reach  the  lunirs  in 
proper  condition  and  (juantity  is  followed  by  forcible  respiratory  efforts 
which  mark  dyspnea.  A  fatal  suppression  of  respiration  by  the  ex- 
clusion of  air  is  called  fiufjocation  or  sirarnjulatiou.  Af^phyxin  is  a  con- 
dition in  which  respiration  is  suspended,  b\it  the  heart  continues  to  beat. 
This  condition  is  of  frequent  occurrence  in  the  new-born,  and  is  associ- 
ated with  many  forms  of  di.^ease  of  the  respiratory  organs.  For  a  more 
detailed  consideration  of  asphyxia,  suffocation,  and  strangulation  see 
p.  414. 

Occupation. — Many  diseases  are  closely  dependent  in  orijrin  upon 
unsanitarv  conditions  associated  with  occupation.  The  «lustv  air 
prevalent  in  many  stores,  factories,  theatres,  court-rooms,  prisons, 
schools,  etc.,  may  damage  the  lungs  directly  and  ren<ler  them  more 
vulnerable  in  the  presence  of  pathogenic  micro-organisms.  The  high 
temperature  and  foul  air  common  in  many  places  of  work  or  as.-^embly 
may  be  serious  predisponents  to  disease.  Finally,  the  abuse  of  alco- 
holic drinks  and  tobacco  may  be  cited  among  many  common  excesses 
as  agencies  through  which  the  conditions  of  di.sea.^e  are  fulfilled. 

Damage  from  Excessive  or  Deficient  Heat. — Throuji;h  the  heat-retru- 

*  Consult  for  a  rrsumr  of  nutrition  in  health  and  tli.seasr,  Ln«k;  "  Klcmcnt.s  of  the  Science 
of  Nutrition,"  190C. 
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lating  mechanism  of  the  body  a  remarkable  adaptation  to  moderate 
elevations  of  temperature  is  possible.  But  the  maintenance  of  life  is 
incompatible  with  very  high  temperatures. 

Local  exposure  to  both  extreme  heat  and  extreme  cold  induces  necro- 
sis and  various  phases  of  inflammation  of  the  tissues. 

Death  may  be  caused  by  the  inspiration  of  smoke  and  flame;  by  the 
drinking  of  hot  fluids;  by  the  direct  contact  of  flame  or  hot  substances 
with  the  external  surface  of  the  body.  It  may  be  due  to  the  direct  effect 
of  the  agents,  to  secondaiy  affections  of  the  viscera,  or  to  the  exhaustion 
produced  by  long-continued  inflammation  and  suppuration.  Sudden 
death  may  occur  after  extensive  burnings  of  the  skin.* 

The  burned  skin  divested  of  epidermis  may  present  a  peculiar  red,  hard,  parchment- 
like  appearance.  If  the  patient  have  lived  for  some  time,  suppuration  of  the  injured 
surface  may  ensue.  Or  there  are  small,  bladder-like  elevations  of  the  epidermis.  The 
base  of  these  blisters  is  red,  and  they  are  surrounded  by  a  red  zone,  or  suppuration  may 
have  commenced.  These  appearances  cannot  be  produced  by  heat  applied  to  the  skin 
after  death. 

After  death  from  severe  bums  there  is  apt  to  be  conp:estion  of  the  brain,  and  the 
thoracic  and  abdominal  viscera.  The  lymph-nodos  and  the  lymphatic  tissues  through- 
out the  body  may  be  swollen  and  the  seat  of  endothelial  cell  proliferation  and  necrosis. 
There  is  usually  albuminous  degeneration  of  the  liver  and  kidneys;  the  spleen  is  swollen, 
and  the  seat  of  focal  necrosis.  Focal  necrosis  in  the  bone  marrow  has  been  noted.  There 
may  be  capillary  thromboses,  interstitial  luemorrhages  in  the  kidney,  and  leucocytosis. 
These  lesions  indicate  the  presence  of  toxic  substances  in  the  body  fluids,  and  thus 
the  general  condition  may  be  regarded  as  an  instance  of  auto-intoxication.^ 

Secondary'  lesions  are  not  infrequent  after  severe  burns.  There  may  be  oedema  of 
the  glottis,  pseudo-membranous  inflammation  of  the  larynx  and  trachea,  pneumonia, 
ulceration  of  the  duodenum,  and  pyaemia  with  infarctions  in  the  lungs,  liver,  spleen, 
and  kidnevs. 

Excessive  cold  mav  lead  to  the  extinction  of  life  in  the  bodv  as  a 
whole  or  in  exposed  parts,  which  cannot  long  resist  freezing. 

Electricity. —  Liyhtning. — Persons  who  are  struck  by  lightning 
mav  die  instantlv,  or  mav  continue  for  several  hours  comatose  or 
delirious,  and  then  either  die  or  recover;  or  thev  mav  die  after  some 
time  from  the  effects  of  the  burns  and  injuries  received. 

The  post-mortem  appearances  are  very  variable.  Sometimes  there 
are  no  marks  of  external  violence  or  internal  lesions.  Sometimes  the 
clothes  are  burnt  and  torn,  while  the  skin  beneath  them  is  unchanged. 
Usuallv  there  are  marks  of  contusion  and  laceration,  or  ecchvmoses, 
or  lacerated,  punctured  wounds,  or  fractures  of  the  bones,  or  super- 
ficial or  deep  burns.  The  track  of  the  electric  current  may  sometimes 
be  marked  by  dark-red  arborescent  streaks  on  the  skin.  Fractures 
are  rare. 

The  internal  viscera  may  be  lacerated  and  disorganized  from  lightning. 

Artificial  Electrical  Currents. — In  death  from  powerful  artificial  elec- 
trical currents,  either  by  accident,  as  in  linemen  and  others,  or  in  elec- 

*  For  a  study  of  sudden  death  following  severe  bums,  consult  Silbcrmann,  Virch.  Arch., 
Bd.  cix.,  p.  488,1890,  bib. 

2  For  a  study  of  the  visceral  changes  following  extensive  burns,  consult  Bardeen,  Jour. 
Exp.  Med.,  vol.  ii.,  p.  501.  1897,  bib.  McCrae,  Trans.  Ass.  Xm.  Phys.,  vol.  xvi.,  1901,  p. 
153;  also,  Lrjcke,   Boston  Med.  and  Surg.  Jour.,  vol.  cxlvii.,  p.  480,  1902,  bib. 
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trical  executions,  there  may  be  local  burnings  of  varying  degree  where 
the  wires  or  electrodes  come  in  contact  with  the  skin.  The  clothes  mav 
be  pierced  with  holes  at  the  point  of  exit  of  the  current.  Internally 
there  appear  to  be  no  marked  or  characteristic  lesions,  either  gross  or 
microscopical,  in  this  form  of  death.  Vnn  Gieson  and  others  have  ob- 
served the  occasional,  but  not  constant,  occurrence  of  small  ha'inor- 
rhages  in  the  floor  of  the  fourth  ventricle,  the  significance  of  which  is 
doubtful.  Other  petechial  spots  have  l)een  observed  beneath  the 
serous  surfaces  of  the  endocardium,  pericardium,  and  pleura,  and  on  the 
spleen.^ 

Roentgen  Rays  and  Radium. —  Exposure  of  the  skin  to  the  j*-rays 
may  lead  to  inflammation  of  the  skin  or  to  necrosis. 

Radium  may  induce  similar  changes. 

Trauma. — The  various  forms  of  mechanical  injury  which  the  body 
may  suffer  need  not  be  considered  here  in  detail.  The  significance  to 
life  and  health  depends  upon  the  extent  of  the  injury  and  the  part  of 
the  bodv  affected.  Thus,  a  concussion  of  the  brain,  even  without 
obvious  structural  lesion,  mav  be  immediatelv  fatal,  while  excessive 
laceration  or  crushing  of  a  limb  or  muscle  may  l)e  readily  recovered 
from. 

Foreign  Bodies. — We  shall  see  later  how  the  presence  of  lifeless 
foreign  bodies,  or  of  animal  and  vegetable  para.sites — bacteria,  pro- 
tozoa, etc. — may  be  harmful  to  the  organism,  and  the  adaptive  measures 
by  which  in  favorable  cases  protection  is  secured. 

Poisons. — Certain  forms  of  poisons  are  to  be  reckoneil  among  the 
external  agents  harmful  to  the  body.  These  will  Ix?  considered  in  a 
later  section. 

Increased  Atmospheric  Pressure  {Caisson  Disease). — An  extreme  in- 
crease in  atmospheric  pressure,  such  as  is  often  nowadays  maintained 
in  tunnels,  caissons,  and  other  construction  works,  is  sometimes  the 
occasion  of  death,  especially  when  the  pressure  is  relieved  by  a  too  sud- 
den return  to  normal  conditions,  that  is,  in  what  is  technically  called 
decompression.  The  danger  seems  to  lie,  apart  from  individual  sus- 
ceptibility, in  the  rapidity  of  the  decompression. 

When  the  pressure  i.s  relieved,  su.sceptihle  individuals  may  breathe  with  difficulty, 
be  cyanosed,  and  bleed  from  the  nose,  ears,  eyes,  and  other  nuicous  membranes.  There 
may  be  pain  in  the  joints,  muscles,  and  abdomen.  Then*  may  be  paralyses,  especially 
of  the  lower  extremities.  The  bodies  of  the  victims  are  often  contorted  from  the 
muscular  contraction,  hence  the  common  name  of  the  condition,  "the  l)ends."  All  of 
these  symptoms  may  l^c  promptly  relieved  by  n»compres.sion.  On  the  other  hand, 
susceptible  persons  may  succumb  within  a  few  hours  to  the  disorder. 

The  lesions  in  fatal  cases  are  cpiite  variable.  During  compression  the  blood  absorbs 
an  abnonnal  quantity  of  the  gases  from  the  air.  In  decompression  these  escape,  and 
to  this  "frothing"  of  the  blood  in  too  rapid  decompression  the  symptoms  and  lesions 
of  caisson  disease*  are  in  part  at  least  due.     On  external  inspection  no  lesion  may  be 

*  Van  Gieson,  "A  Report  of  tho  Gross  and  Nficroscopical  Kxamination  of  Six  Ca-^'s 
of  Death  by  Strong  Eli»etrical  Currents,"  New  York  Medical  .Journal,  May  7th  and  14th, 
1892.  Cunningham,  "The  Cause  of  Death  from  Industrial  Electric  Currrnts,"  New  York 
Medical  Journal,  vol.  Ixx.,  pp.  581  and  615,  1899.  Jellifle,  Peterson  and  Haines'  "Text- 
book of  Legal  Medicine/'  p.  245. 
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evident;  or  there  may  be  marked  cyanosis  of  the  face  and  mucous  membranes  of  the 
moutb,  nose,  etc.  Crepitation  of  the  skin  may  be  elicited  on  light  pressure,  even 
tboi^b  the  skin  be  not  obviously  pufTpd  up.  The  internal  lesions  are  also  variable. 
Of  theee.  general  venous  congestion  and  frothy  blood  in  the  veins  and  capillaries  are  the 
most  constant  and  cbamcteristic.  The  gas  in  the  vessels  may  l>e  best  seen  in  the  pia 
mater   cerebralis  (Fig.  1)  and    in    the    omentum.     Petechial   tuemoirhages  may  be 


Air  in  the  vessels  of  the  pia 
found  in  the  brain  and  cord.   Also  the  gas 


accumulates  in  small  bicbe  in  the 


■r  from  the  primary  effects  of  the  pi 


■e  there  may  be  second- 
trophic  ulcers,  etc. 


Internal  Conditions  of  Disease. 

In  distinction  to  those  external  agencies  which  lead  to  disease, 
there  are  many  conditions  of  the  body  itself  which  are  incompatilde 
with  the  maintenance  of  health.  Thus,  there  are  general  conditions, 
such  as  diabetes  and  gout,  which  we  shall  consider  separately  later,  in 
which  abnormal  amounts  of  sugar  and  uric  acid  are  present,  leading  to 
many  local  and  general  disturbances. 

But  by  far  the  more  common  internal  conditions  leading  to  disease 
are  the  structural  and  functional  alterations  of  the  various  organs  of 
the  body,  which  may  lead  directly  or  indirectly  to  the  most  complex 
departures  from  the  normal.  Some  of  these  will  be  considered  more  in 
detail  in  later  sections  of  this  book.  We  may  note  here,  however,  as 
examples,  a  few  of  these  complex  relationships  Ijetween  local  lesions 
and  the  general  welfare  of  the  organism. 

Lesions  of  the  heart  valves  lead  to  disturbances  of  the  circulation  of 
the  blood  in  various  parts  of  the  body,  so  that,  as  we  shall  see  later, 
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both  functional  and  structural  changes  harmful  to  the  individual  may 
occur  in  important  viscera,  for  example,  in  the  lungs,  the  kidney,  liver, 
blood-vessels,  etc.,  and  secondarily  in  the  walls  of  the  heart  itself. 

In  the  gastro-intestinal  canal  defective  innervation,  or  trauma,  or 
tumors  or  constrictions  ma\'  lead  to  the  accumulation  of  ingested 
material,  to  innutrition,  to  auto-intoxication  through  decomposition  of 
the  albuminous  or  other  ingredients  of  the  retained  material. 

80  in  the  liver,  an  insufficient  production  of  bile  or  an  occlusion  of 
the  gall-ducts  may  lead  to  digestive  disturbances,  to  a  deposition  of 
bile  pigment  in  various  parts  of  the  body — icterus:  to  the  accumulation 
of  bile  in  the  blood — chohrmia.  On  the  other  hand,  an  overproduction 
of  bile  may  take  place  in  the  destruction  of  al)normal  quantities  of  red 
blood  cells,  leading  to  icterus.  Furthermore,  through  disturbances  in 
the  glycogenic  function  of  the  liver,  sugar  may  accumulate  in  the 
blood. 

These  examples  of  the  l)earing  of  functional  disturbances  and  struct- 
ural lesions  of  individual  organs  upon  each  other,  and  upon  the  welfare 
of  the  body  as  a  whole,  must  suffice,  since  the  scope  of  this  book  does 
not  permit  us  to  enter  upon  this  wide  field  of  pathological  physiology, 
for  the  adequate  consideration  of  which  we  must  refer  to  systematic 
treati.*?es  on  the  practice  of  medicine. 

Race. — Kxamples  of  racial  disposition  to  disease  are  not  uncommon. 
Thus  African  negroes  are  less  susceptible  thaif  are  the  whites  to  malaria. 
On  the  other  hand,  in  this  country  the  negro  is  especially  vulnerable 
to  tuberculosis. 

Age  is  an  important  factor  in  the  liability  to  disease,  though  the 
reason  for  this  is  in  verv  few  instances  at  all  clear.  In  childhood,  for 
example,  diseases  of  the  digestive  system  are  readily  induced  by  im- 
suitable  food.  In  advanced  life,  the  vascular  svstem  is  a  vulnerable 
part  of  the  body.  This  apparent  predisposition  of  age  may,  however, 
be  referred  to  the  wearing  out  of  the  vascular  mechanism. 

Sex  appears  to  be  a  definite  factor  in  disease  disposition,  for  such 
maladies  as  diabetes,  gout,  general  paralysis,  tabes,  etc.,  are  more 
common  in  males  than  in  females.  But  here,  as  in  the  age  factor,  many 
obvious  external  conditions,  such  as  occupation,  food,  excesses  in  food 
and  drink,  syphilis,  etc.,  nuiy  be  invoked  as  elements  of  determining 
importance  but  not  inherent  in  the  condition  of  sex.  The  conditions 
incident  to  child-bearing,  however,  favor  the  occurrence  of  many  more 
or  less  serious  abnormalities  of  structure  and  function  peculiar  to  the 
female. 

Heredity. — The  relations  of  heredity  to  disease  are  extremely  com- 
plex and  su!)tle,  and  our  knowledge  of  the  subject  is  still  too  meagre  to 
permit  of  a  profitable  exposition  within  the  limits  which  this  book  im- 
poses. In  certain  infectious  diseases,  syphilis  for  example,  the  in- 
fective agent  may  be  transmitted  from  the  parents  to  the  offspring. 
This,  however,  is  not  the  conveyance  of  physiological  or  structural 
peculiarities,  but  only  of  an  external  disease  excitant. 

Susceptibility    to    disease    may    be    inherited,    to   tuberculosis,  for 
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example,  though  we  are  unable  to  define  clearly  either  structural  or 
functional  traits  to  which  this  vulnerability  may  be  attributed. 

There  are  numerous  examples  of  hereditary  anomalies  or  dispositions 
to  disease.  We  cannot  consider  them  here  in  detail,  but  we  may  men- 
tion as  examples,  haemophilia,  color-blindness,  myopia,  neuroses  of  vari- 
ous types,  polyuria,  obesity,  gout,  diabetes  and  malformations  such  as 
na?vi,  hare-lip,  supernumerary  fingers,  etc.* 

*  For  fuller  exposition  of  the  subjects  considered  in  this  chapter  consult  Thoma,  "Text- 
book of  Pathology/'  English  Trans.,  1896.  Chantemesae  and  Pod wtfssoteky,  "Les  Processus 
G<5n6raux,"  1901.     Roger,  "  Introduction  to  the  Study  of  Medicine,"  Eng.  Trans.,  1901. 


CHAPTER  II. 

CHANGES  IN  THE  CIBCXJLATION  OF  THE  BLOOD. 

(General  Conditions. 

The  circulation  of  the  blood  in  the  body  is  maintained  by  a  very 
efficient  and  delicate  mechanism  capable  of  prompt  and  effective  ad- 
justment to  changes  in  the  local  and  general  conditions  under  which 
the  body  is  placed. 

The  factors  especially  concerned  in  the  maintenance  of  the  normal 
circulation  and  in  its  adaptability  to  new  and  unfavorable  conditions 
are  the  contractile  heart  with  its  valves,  the  elastic  arteries,  the  innerva- 
tion of  the  heart  and  vessels,  gravitation,  and  the  various  phases  of 
pressure  and  suction  upon  the  veins  from  external  sources,  direct  mus- 
cular action,  respirator^'  movements,  etc.,  which  promote  the  passage  of 
the  blood  upon  its  rounds.  Finally,  the  character  of  the  blood  itself  may 
have  an  important  !)earing  upon  the  efficiency  of  the  circulatory  mechan- 
ism. Alterations  in  any  of  these  factors  mav  involve  disturbances  of 
the  circulation. 

We  may  glance  briefly  at  some  of  these  factors  in  the  circulation,  and 
first  at  the  heart  itself.  The  energy  sustaining  the  circulation  is  primarily 
derived  from  the  contractile  heart,  so  that  the  condition  of  its  muscle 
and  innervation  are  of  the  first  significance.  Should  the  heart  muscle 
be  enfeebled,  through  lack  of  proper  nutriment  or  innervation  or  by 
degeneration  of  the  muscle  for  example,  the  circulation  suffers  in  manner 
and  degree,  depending  upon  the  part  of  the  heart  involved.  Thus  if 
the  muscle  of  the  right  ventricle  is  enfeebled,  blood  is  not  properly 
drawn  into  the  ventricle  and  is  not  sent  with  sufficient  force  into  the 
lungs.  The  venous  system  l)ei'omes  then  overfilled  \^ith  blood.  If  the 
muscle  of  the  left  ventricle  be  enfeebled,  too  little  blood  is  sent  into  the 
arterial  system  and  the  pulmonary'  vessels  are  not  properly  emptied. 

Changes  in  the  i^alvular  openings  of  the  heart  or  in  the  valves  them- 
selves lead  to  disturbances  of  the  circulation.  Thus  if  the  openings  are 
narrowed,  too  little  !)lood  passes  them;  or  if  the  valves  fail  to  close 
properly,  some  of  the  blood  flows  backward  through  them.  In  this 
way  both  the  pulmonary  and  the  systemic  veins  become  overfilled. 

The  circulation  may  also  suffer  through  alterations  in  the  walls  of 
the  blood-vessels.  The  elasticitv  and  contractility  of  the  arterial  walls 
are  important  factors  in  the  maintenance  of  a  normal  circulation,  since 
they  sustain  and  reinforce  the  heart  pressure  in  the  blood  and  convert 
the  pulsating  movement  imparted  by  that  organ  into  a  continuous, 
uniform  flow  through  the  capillaries  and  veins.  If  the  arterial  walls 
become  stiffened  and  less  elastic,  or  if  tiieir  lumen  !)ecomes  narrowed. 
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more  work  is  thrown  upon  the  heart  muscle.  Thus  the  peripheral  cir- 
culation is  impaired  unless,  in  a  manner  which  we  shall  presently  con- 
sider, the  power  of  the  heart  muscle  is  increased  by  hypertrophy.  Obstruc- 
tion of  the  veins  may  induce  similar  disturbances  in  the  heart  and  an 
impaired  local  or  general  circulation. 

The  circulation  of  the  blood  being  controlled  by  the  nervovs  system 
through  the  distribution  of  nerves  to  both  the  heart  and  the  vessels, 
alterations  in  the  central  nervous  system  affecting  the  vagus  or  the 
sympatheticus,  or  severe  traumatic  injuries  to  the  body  involving  re- 
flex disturbances,  may  induce  serious  local  or  general  interference  with 
the  circulation  of  the  blood. 

The  respiratory  movements  of  expiration  and  inspiration  favor  the 
circulation  of  the  blood,  so  that  interference  with  these  may  be  of  con- 
siderable importance.  Thus  pleuritic  effusions,  severe  spasms  of  cough- 
ing, etc.,  may  induce  changes  in  the  pulmonary  circulation  and  the 
right  heart  as  well  as  in  the  systemic  circulation. 

The  movements  of  the  muscles  of  the  trunk  and  extremities  acting 
together  with  the  valves  of  the  veins  contribute  to  the  forces  carrying 
the  blood  forward  in  circulation.  Severe  spasm  of  the  muscle,  as  in 
epilepsy,  tetanus,  strychnine  poisoning,  etc.,  may  induce  stagnation  of 
the  blood  in  the  veins  of  the  trunk  and  the  viscera  so  that  it  does  not 
return  properly  to  the  heart. 

These  are  some  of  the  more  important  of  the  changes  which  the 
general  circulation  suffers  in  conditions  which  interfere  with  the  cir- 
culatory mechanism. 

The  means  by  which  the  heart  and  the  blood-vessels  adapt  themselves 
to  various  disturbing  conditions  through  compensatory  alterations  will  be 
considered  in  the  chapters  in  "  Special  Pathology "  dealing  with  these 
organs. 

We  shall  now  consider  in  more  detail  the  local  effects  of  a  disturbed 
circulation.  ^ 


HypersBinia  and  AnaBxnia. 

Within  physiological  limits  the  amount  of  blood  in  a  part  may  vary 
considerably  under  vasomotor  control  according  to  the  functional  necessi- 
ties of  the  part  or  vascular  territory.  Under  a  great  variety  of  abnormal 
conditions  the  blood  content  suffers  changes  so  excessive  and  so  lasting  as 
to  be  pathological.     It  is  the  latter  alone  which  we  are  to  consider  here. 

A  part  of  the  body  may  contain  an  excess  of  blood,  a  condition  called 
hypercemia  (congestion).  This  is  distinguished  from  plethora^  which  signi- 
fies a  general  excess  of  blood  in  the  body.  On  the  other  hand,  there  may  be 
too  little  blood  in  a  part  of  the  body,  a  condition  which  is  called  anwmia. 


Hyperaemia  may  occur  either  through  increased  arterial  supply, 
octire  hypercemia  (acute  congestion),  or  through  some  hinderance  to  the 
venous  outflow  of  the  part,  passive  hyperemia  (venous  congestion). 
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Active  Hypersmia. — This  may  occur  through  dilatation  of  the 
arteries  by  the  action  of  various  physical  and  chemical  ajrents  directly 
upon  their  muscular  coats,  or  through  the  vasomotor  nerves,  or  from 
the  reduction  of  pressure  uymn  the  vessels  from  without. 

Thus,  injuries  or  stimulation  of  the  vasomotor  nerves,  heat,  the 
sudden  evacuation  of  large  exudates,  trauma,  and  the  action  on  the 
vessels  of  a  great  variety  of  chemical  irritants  may  lead  to  a  dilatation 


of  the  vessels,  and,  as  friction  is  diminished  with  the  dilatation  of  the 
lumen,  to  a  more  rapid  flow  of  the  blood. 

Under  these  conditions  the  affected  region  becomes  redder,  warmer, 
and  may  be  more  or  less  swollen,  and  under  certain  conditions  the 
arterial  characters  of  the  blood  and  pulsation  of  the  vessels  may  l>e 
extended  into  the  venous  trunks. 

Passive  Hyperemia  (venous  conjje-stion).  In  passive  hypera-mia 
due  to  obstruction  to  the  outflow  of  blood  from  a  part,  there  is  an  over- 
filling of   the  veins   and  capillaries  (Fig.    2).     The   hinderance  to  the 
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outflow  of  blood  maj-  be  due  to  compression  of  the  vessels  from  without, 
as  from  tumor,  aneurism,  ligature,  displacement,  or  from  new  interstitial 
tissues  in  various  organs.     It  is  frequently  the  result  of  thrombosis. 

One  of  the  most  fruitful  determining  causes  of  passive  hypenemia  is 
the  lesions  of  the  heart  which  interfere  with  the  regular  entrance  and 
exit  of  the  blood  from  that  organ,  Thus,  in  incompetence  or  stenosis 
of  the  mitral  valve  the  pulmonary  vessels  become  congested;  the  right 
ventricle  does  not  properly  empty  itself.  So  the  systemic  veins  in  vary- 
ing degrees  suffer  engorgement,  and  the  viscera  become  involved  in  the 
secondary  alterations  due  to  chronic  hypericmia. 

The  effect  of  venous  obstruction  varies  greatly,  depending  upon  its 
degree,  the  rapidity  of  its  occurrence,  and  upon  the  structure  and 
functional  importance  of  the  part  involved.  If,  as  in  most  instances 
is  the  case,  venous  iinastoraoses  exist  between  the  partially  or  wholly 
occluded  and  other  vessels,  these  may  enlarge,  and  with  the  establish- 
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ment  of  this  collateral  circulalinti  a  more  or  less  complete  adaptation 
to  the  changed  conditions  is  secured  (see  Fig.  -h.  The  collateral 
veins  and  even  capillaries  in  the  involved  region  wiilen  and  their  walls 
thicken:  and  thus  while  for  a  time  hypenemia  of  varying  intensity  may 
exist,  this  gradually  resolves. 

The  possibilities  of  adaptation  to  venous  obstruction  are  sometimes 
very  great  even  when  large  trunks  are  concerned.  Thus,  a  ligature  of 
the  femoral  vein  or  a  blocking  of  the  inferior  or  superior  vena  cava  may 
be  compensated  by  the  establishment  of  abundant  collateral  channels. 
On  the  other  hand,  after  the  blocking  of  the  renal  or  splenic  or  of  a  main 
trunk  of  the  portal  vein,  the  circulation  is  re-established  with  difficulty. 

If  a  collateral  circulation  be  not  at  once  and  readily  established, 
and  often  even  if  this  he  the  case,  local  venous  obstruction  leads  to 
certain  well-defined  changes  in  the  hyperaemic  region.  If  the  obstruction 
be  partial,  the  flow  of  blood  is  slower  than  normal;  the  vessels  are  dilated; 
more  or  less  fluid  may  transude  into  the  surrounding  tissues;  and  dia- 
pedesis  (see  page  85)  of  the  red  blood  cells  may  occur.  On  the  other 
hand,  if  the  obstruction  be  complete  in  a  large  venous  trunk,  the  capil- 
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laries  and  veins  in  the  involved  region  dilate;  the  axial  stream  of  ery- 
throcytes in  the  veins  disappears;  the  entire  lumen  is  crowded  with 
them;  the  blood  pressure  rises;  the  current  wavers,  slows,  and  stops. 
Then  the  red  cells  become  packed  into  a  homogeneous  mass  in  the  dilated 
vessel — this  is  stasis.  Diapedesis  and  transudation  now  occur  in  the 
capillaries  and  veins  of  the  involved  region.  Finally,  if  the  circulation 
be  not  re-established,  hapmorrhagic  infarction  (see  page  28)  or  death 
of  the  tissue — necrosis — mav  follow. 

If  the  venous  obstruction  be  removed,  as  may  be  done  in  the  tongue 
or  mesentery  of  the  experimental  frog  (see  page  109),  one  may  observe 
under  the  microscope  the  disappearance  of  the  stasis  and  the  re-establish- 
ment of  the  circulation.  The  homogeneous  blood  mass  resolves  itself 
into  its  component  corpuscles;  the  blood  moves  at  first  fitfully  and 
irregularly,  then  the  current  is  established;  the  distention  diminishes, 
and,  after  a  longer  or  shorter  time,  the  part,  if  the  lesion  has  not  been 
too  extreme,  assumes  its  normal  appearance. 

In  passive  hyperjpmia  the  tissue  involved  is  more  or  less  dark  red  in 
color — cyanotic — owing  to  the  accumulation  in  the  vessels  of  unaerated 
blood;  the  temperature  may  be  lowered  when  the  area  concerned  is 
extensive;  it  may  also  be  swollen  in  part  from  the  distention  of  the 
vessels,  in  part  from  the  extravasation  of  fluid;  finally,  there  may  be 
pulsation  and  increased  pressure  in  the  veins. 

If  the  hypera»mic  condition  be  long  continued — chronic  congestion — 
the  walls  of  the  involved  vessels  may  l>ecome  thickened;  there  may  be 
interstitial  fibrous  hyperplasia  in  the  affected  region;  or  there  may  be 
varj'ing  degrees  of  cell  degeneration  or  of  atrophy.  Thus  function  may 
be  interfered  with  or  suspended. 

In  many  instances  of  diminished  heart  power  or  when  for  any  reason 
the  blood  circulates  with  difficulty  under  favorable  conditions,  the  effect 
of  gravity  may  manifest  itself  in  dependent  portions  of  the  body  or  of 
the  organs,  so  that  these  become  hypera^mic.  This  condition  is  called 
hypostatic  congestion.  The  most  marked  example  of  this  condition  is  in 
the  lungs  of  debilitated  persons,  the  dependent  portions  of  which  fre- 
quently become  engorged  with  blood.  This  is  often  associated  with 
cedema,  atelectasis,  and  more  or  less  cellular  exudate  in  the  air  spaces. 

AKJEMIA. 

The  word  anaemia  is  used  not  onlv  to  denote  the  lack  of  blood  in  a 
part .  but  also  to  indicate  a  reduction  or  alteration  in  various  constituents 
of  the  blood  itself,  a  condition  familiarly  called  ''poverty"  of  the  blood. 
General  anaemia  due  to  impoverishment  of  the  blood  will  be  considered 
in  the  chapter  on  the  Special  Pathology  of  the  Blood  and  the  Blood- 
forming  Organs.  We  are  here  concerned  only  with  local  anccmia — 
ischaemia. 

Local  anaemia  may  be  due  to  the  cutting  off  of  the  blood  supply  by 
the  occlusion  of  the  arteries  in  thromlx)sis  and  embolism;  by  ligatures; 
by  the  narrowing  of  the  lumen  through  pathological  processes  in  the 
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wall  of  the  vessel;  by  tumors,  exudates,  etc.:  by  contraction  of  the 
vessels  from  nerve  lesions  as  in  Raynaud  s  disease ;  by  the  action  upon  the 
vessel  of  physical  agents — cold — or  by  chemical  substances  or  drugs 
which  induce  marked  constriction — suprarenal  extract  and  ergot.  Fur- 
thermore, mechanical  pressure  upon  the  vessel  from  without  or  compres- 
sion of  an  entire  organ  or  part  may  induce  various  grades  of  anjemia. 

The  affected  part  or  organ  in  ansemia  becomes  paler  than  normal, 
often  with  a  yellowish  tinge;  the  temperature  is  lowered;  and  the  vol- 
ume may  be  diminished;  finally,  if  the  absence  of  blood  persist,  the 
function  and  nutrition  of  the  involved  part  suffer  and  atrophy,  fatty 
degeneration,  and  death  of  tissue  may  occur. 

If,  however,  the  anjemia  be  only  partial  or  if  it  be  of  short  duration, 
in  some  organs  the  nutrition  may  not  suffer  in  marked  degree;  in  others, 
however,  the  brain,  for  example,  extreme  damage  may  follow  even  a 
temporary  anaemia. 

The  degree,  duration,  and  results  of  local  anaemia  are  largely  dependent 
upon  the  cause  of  the  shutting  off  of  the  blood  supply,  and  the  possi- 
bility of  its  restoration  directly  or  through  the  establishment  of  a 
collateral  circulation.  Thus,  for  example,  anaemia  from  compression  or 
from  an  arterial  ligature  may  at  once  resolve  if  the  determining  cause  be 
removed.  But  even  though  an  artery  remain  blocked,  circulation  may 
be  in  a  measure  restored  by  the  dilatation  of  anastomosing  capillaries  or 
by  the  backflow  of  venous  blood  into  the  region  deprived  of  its  vascular 
pressure  from  the  closed  arteries.  While  a  certain  amount  of  fresh 
blood  may  reach  the  affected  region  in  these  ways,  it  is  only  when  anas- 
tomoses exist  between  the  branches  of  the  closed  and  neighboring  arterial 
trunks  that  a  fairly  complete  collateral  circulation  can  be  established. 
For  a  further  consideration  of  this  subject  see  Embolism,  p.  27. 

HaBinorrhage  and  Transudation. 


Haemorrhage  is  an  escape  of  blood  from  the  heart  or  vessels.  It 
may  occur  from  a  rupture  of  the  walls  of  the  vessels,  and  is  then  called 
haemorrhage  by  rhexis.  The  rupture  may  be  occasioned  by  injury,  by 
lesion  of  the  walls  of  the  vessels  which  renders  them  too  weak  to  resist 
the  blood  pressure  from  within,  or  it  may  occur  from  the  blood  pressure 
in  the  thin  and  incompletely  developed  walls  of  new-formed  vessels  as  in 
granulation  tissue,  tumors,  etc.  The  arrest  of  haemorrhage  may  take 
place  through  the  contraction  of  the  wall  of  the  vessel  or  by  the  forma- 
tion of  a  clot. 

Under  other  conditions,  without  recognizable  changes  in  the  vessels, 
all  the  elements  of  the  blood  may  become  extravasated  by  passing,  with- 
out rupture,  through  their  walls.  This  is  called  haemorrhage  by  diape- 
desis.  Such  haemorrhages  are  usually  small,  but  may  be  very  extensive. 
They  occur  in  the  smaller  veins  and  capillaries,  the  cells  and  fluids  of  the 
blood  passing  out  through  the  cement  substance  between  the  endothelial 
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cells.  Although  no  marked  morphological  changes  have,  as  yet  been 
detected  which  explain  this  extravasation,  it  is  probable  that  some 
change  in  the  nutrition  of  the  walls  does  occur  which  renders  them  more 
permeable.  Haemorrhage  by  diapedesis  is  apt  to  occur  as  a  result  of 
venous  congestion,  or  when  the  flow  of  blood  in  the  smaller  vessels  has 
been  suspended  for  some  time;  or  it  may  result  from  the  action  of  some 
poison,  or  from  an  injury  not  leading  to  rupture;  or  it  may  occur  in  incom- 
pletely developed  blood-vessels,  in  tumors  and  other  new-formetl  tissues. 

In  the  extravasation  of  blood  by  diapedesis  the  white  blood  cells  may 
pass  through  the  walls  of  the  vessels,  partly  at  least  in  virtue  of  their 
amoeboid  movements;  the  red  colls,  on  the  other  hand,  having  no  power 
of  spontaneous  movement,  are,  according  to  Arnold,  carrieil  passively 
through  the  walls  by  minute  currents  of  fluid  which,  under  the  changed 
condition,  stream  in  increased  force  and  volume  through  the  endothelial 
cement  sul)stance  into  the  tissue  spaces  outside. 

The  altered  condition  of  the  blooil- vessels  leading  to  hipmorrhage  may 
be  local  or  general,  and  in  the  latter  case  it  may  either  be  congenital,  as 
in  some  cases  of  the  ha^morrhagic  diathesis,  or  it  may  be  the  result  of 
a  general  disease,  such  as  scurvy,  purpura,  etc.  The  presence  of  bacteria 
in  the  vessels,  or  of  bacterial  or  other  poisons  in  the  blood,  as  in  malig- 
nant endocarditis  and  in  luvmophilia  neonatorum,  may  induce  changes  in 
the  walls  of  the  vessels,  leading  to  extravasation. 

Forms  of  Hsmorrhage. — Very  small  haemorrhages  are  called  petechia ; 
larger,  diffuse  accumulations  of  blood  in  the  interstices  of  the  tissues 
are  commonly  called  ecchymoses  or  su(j(fillatioivi.  A  complete  infiltra- 
tion of  a  circumscribed  portion  of  tissue  with  blood  is  called  a  ha-mor- 
rhagic  infarction.  A  collection  of  blood  in  a  tumor-like  mass  is  called  a 
hcematoma.  Special  names  are  given  to  haemorrhage  in  different  parts  of 
the  body;  thus,  bleeding  in  the  lungs  is  called  hcemoptysis;  vomiting 
blood  from  the  stomach,  hcrmatemesia:  nosebleed,  epistaxis;  hemorrhage 
from  the  uterus,  metrorrhagia:  certain  forms  of  brain  haemorrhage, 
apoplexy.  In  the  so-called  hematuria  the  blood  may  be  derived  from 
either  the  kidnev  or  the  bladder.  Sometimes  the  elements  of  the  tissue 
into  which  the  blood  escapes  are  simply  crowded  apart ;  sometimes,  as 
in  the  brain,  thev  are  broken  down. 

The  extravasated  blo(ul  in  the  tissues  usually  soon  coagulates,  al- 
though exceptionally  it  remains  fluid  for  a  long  time.  A  certain  num- 
ber of  the  white  blood  cells  may  wander  into  adjacent  lymph-vessels,  or 
they  may  remain  entangled  with  the  red  cells  in  the  meshes  of  the  fibrin. 
The  fluid  is  usually  soon  absorbed;  the  fibrin  and  a  portion  of  the  white 
blood  cells  disintegrate  and  are  absorbed  (see  page  59)  The  red 
blood  cells  soon  give  up  their  haemoglobin,  which  decomposes  and  may 
be  carried  away  or  be  deposited  either  in  cells  or  in  the  intercellular 
substance  at  or  near  the  seat  of  the  haemorrhage,  either  in  the  form  of 
yellow  or  brown  granules  or  as  crystals  of  haematoidin  (see  page  53). 
Sometimes  all  trace  of  extravasations  of  blood  in  the  tissues  disappears, 
but  frequently  their  seat  is  indicated  for  a  long  time  by  a  greater  or  less 
amount  of  pigment  or  l)y  new-formed  connective  tissue.     Occasionally 
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the  blood  mass,  in  a  more  or  less  degenerated  condition,  becomes  en- 
capsulated by  connective  tissue,  forming  a  cyst. 

The  action  of  phagocytes  (see  page  97)  in  the  disposal  of  dead  ma- 
terial is  here,  as  it  is  under  a  great  variety  of  conditions,  an  impor- 
tant factor  in  the  restoration  of  the  body,  after  lesion,  to  its  normal 
conditions. 

HAEMORRHAGES    IN    THE    NeW-BoRN. 

Haemorrhages,  sometimes  extensive,  in  various  parts  of  the  body — 
gastro-intestinal  canal,  mouth,  nose,  navel,  or  the  viscera — are  not  infre- 
quent in  the  first  few  days  of  life.  Aside  from  the  occasional  disco veiy 
of  ulcers  in  the  gastro-intestinal  walls,  the  reason  for  these  haemorrhages 
is  not  evident  at  autopsy.  This  condition  has  been  called  morbus  macu- 
losus  neonatorum.  Haemorrhages  from  the  skin,  mucous  membranes, 
or  navel  may  take  place  in  the  syphilitic  new-born.  Ha^moglobinuria 
may  occur  in  epidemic  form  in  young  children. 

H.EMOPHiLiA  (Hwmorrhagic  Diathesis). 

This  abnormal  condition  consists  in  a  liability  to  persistent  haemor- 
rhage on  the  slightest  provocation,  and  is  dependent  upon  some  consti- 
tutional peculiarity  which  is  unknown  to  us.  It  is  usually  hereditary. 
An  uncommon  thinness  of  the  intima  of  the  arteries  has  been  noticed  in 
some  cases  of  "bleeders,''  and  other  changes  have  been  described;  but 
there  are  no  constant  lesions  associated  with  the  haemorrhages,  as  yet 
discovered,  which  would  satisfactorily  account  for  their  occurrence. 
The  haemorrhages  may  be  traumatic  in  origin,  or  they  may  occur  spon- 
taneously from  the  mucous  membranes. 

TRANSUDATION. 

Transudation  is  the  passage,  through  the  walls  of  the  blood-vessels 
into  the  interstitial  spaces  outside,  of  fluid  from  the  blood,  with  little  or 
no  admixture  of  its  cellular  elements.  This  occurs  constantly,  to  a  cer- 
tain extent,  under  normal  conditions,  and  forms  the  commencement  of 
the  lymph  circulation.  But  when  the  amount  of  fluid  passing  through 
the  walls  of  the  blood-vessels  is  increased,  or  its  outflow  into  the  larger 
lymph  trunks  is  hindered  so  that  it  accumulates  in  undue  quantity  in 
the  interstices  and  lymph  channels  of  the  tissues,  the  condition  is 
pathological.* 

An  accumulation  of  transudated  fluid  in  the  interstices  of  the  tissues 
is  called  oedema;  in  the  serous  cavities,  dropsy.  Extensive  oedematous 
infiltration  of  the  subcutaneous  tissue  is  called  anasarca.  If  the  trans- 
udate accumulates  in  the  pleural  cavity  the  condition  is  called  hydro- 
thorax;  in  the  pericardium, /ii/rfropmcarrfiwm;  in  the  ventricles  of  the 
brain,  hydrocephalus.     In  similar  fashion  various  other  names  are  in 

*  For  a  study  of  Ij-mph  formation  see  Hamhurgrr,  Ziegler's  "Beitragezur  path.  Anat.," 
Bd.  14.  p.  443,  1893;  for  crdema  see  Meltzer,  Harrington  Lectures,  Univ.  of  Buffalo,  1904. 
American  Medicine,  July  2,  1904. 
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common  use  for  the  accumulation  of  transudates  in  the  body  cavities; 
as  hydroperiioneum  (ascites),  hydrarthrosis,  hydrocele,  etc. 

Its  occurrence  may  depend  upon  some  hinderance  to  the  venous  circu- 
lation or  increase  of  capillary  pressure,  especially  when  associated  with 
alterations  in  the  walls  of  the  blood-vessels  or  upon  changes  in  osmotic 
pressure  induced  by  a  reduction  in  the  nutrient  efficiency  of  the  blood, 
by  injuries,  or  in  other  ways  which  may  affect  the  processes  of  filtration 
and  osmosis,  by  which  chiefly,  it  is  believed,  the  normal  transudation  of 
fluids  occurs.  There  is,  furthermore,  strong  and  increasing  evidence  that 
the  endothelial  cells  of  the  capillaries  possess  active  secretory  or  other 
functional  capacities  which  should  be  taken  account  of  in  the  attempt  to 
comprehend  transudation  as  well  as  many  other  pathological  phenomena 
and  lesions.  A  simple  interference  with  the  outflow  of  lymph  does  not 
usually  alone  suffice  to  induce  transudation,  although  it  may  favor  its 
occurrence.  (Edema  may  depend  upon  little  understood  abnormalities 
of  the  nervous  system. 

The  transuded  fluid,  called  transudate,  is  usually  transparent  and 
colorless  or  yellowish;  it  contains  the  same  salts  as  the  blood  plasma, 
but  less  albumin.  It  mav  contain  fat,  mucin,  urea,  biliarv  acids,  color- 
ing-matter  of  the  bile:  fibrinogen  is  usually  present  in  variable  quantity, 
and,  rarely,  fibrin.  It  may  contain  endothelial  cells  from  the  lymph 
spaces,  and  a  variable  number  of  red  and  white  blood  cells.  The 
amount  of  fluid  which  may  accumulate  in  the  tissues  varies  greatly, 
depending  upon  whether  they  are  loose  or  dense  in  texture.  The 
fibres  and  cells  of  loose  tissues  may  be  crowded  widely  apart;  the  cells 
are  apt  to  be  more  granular  than  normal,  they  may  contain  droplets  of 
fluid  or  they  may  be  atrophied.  Transudates  occurring  in  inflammation 
usually  contain  a  considerable  number  of  white  blood  cells  and  more  or 
less  fibrin,  and  differ  in  this  from  the  non-inflammatory  transudations; 
but  in  some  cases  there  is  no  sharp  distinction  between  them.  The 
inflammatorv  transudates  are  often  called  exudations  or  exudates. 

Resorption  and  Absorption. 

Under  many  conditions,  both  normal  and  abnormal,  fluids  and  solid 
particles  are  taken  into  the  recesses  of  the  tissues  from  without,  or  are 
gathered  from  one  place  in  the  tissues  to  be  carried  in  the  blood  or 
lymph  currents  or  by  cells  to  other  parts  or  to  places  of  excretion.  Thus 
from  the  intestinal  contents  both  liquid  substances  and  small  solid 
particles,  such  as  fat  droplets,  bacteria,  etc.,  may  be  taken  into  the  body 
fluids.  In  exudative  inflammations,  such  as  pleurisy  or  pneumonia, 
large  quantities  of  fibrin,  red  and  white  blood  cells,  and  fluids  may 
accumulate  in  the  cavities,  to  be  presently  removed.  So  also  dead 
tissue,  blood  clots,  etc.,  and  foreign  bodies  may  be  removed  through 
various  processes  of  resorption. 

The  absorption  of  fluid  substances  or  the  resorption  of  those  which 
are  rendered  soluble  takes  place  through  the  lymph  channels,  as  we 
have  seen,  whence  they  may  be  eliminated  through  the  excretory  organs. 
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Solid  material,  such  as  fibrin,  dead  cells,  etc.,  may  be  removed  either 
through  the  action  of  Quids  which  render  them  soluble,  lytic  fluids 
(see  p.  105),  or  they  may  be  removed  through  the  intervention  of 
living  cells,  phagocytes  (see  p.  97).  These  processes  will  be  con- 
aidered  in  detail  in  a  later  section  of  this  book. 


Thrombosis  and  EmboliBm. 


THBOHBOSra. 


ThromboBis  is  the  coagulation  of  the  blood  or  the  agglomeration  or 
agglutination  of  the  formed  elements  of  the  blood  into  a  more  or  less 
coherent  mass  during  life.  The  coagulum  or  mass  is  called  a  IkTombut 
(Fig.  4). 

Thrombi  may  be  composed  of  fibrin  and  of  red  and  white  blood  cells 
intermingled  in  aboutthesame  proportion  as  in  an  ordinary  extravascular 
blood  clot  (Fig.  5).  These  are  called  red  thro-mbi 
and  usually  occur  from  some  sudden  stoppage 
of  the  circulation.  Other  thrombi,  usually 
such  as  form  while  the  blood  is  in  motion,  may 
consist  almost  entirely  of  white  blood  cells  with 
a  little  fibrin,  or  of  these  intermingled  with 
blood  platelets;  or  they  may  consist  almost  en- 
tirely of  blood  platelets;  all  of  these  forms  are 
called  white  thrombi.  Red  thrombi,  when  de- 
colorized by  changes  in  the  blood  pigment,  may 
somewhat  resemble  genuine  white  thrombi. 
Mixed  thrombi  are  usually  lamellated  (Fig.  6) 
and  contain  varying  proportions  of  fibrin,  red 
and  white  blood  cells,  and  platelets.  The  fibrin 
fibrils  in  thrombi,  as  elsewhere,  often  coalesce, 
forming  hyaline  masses.  A  similar  change 
may  take  place  in  the  blood  platelets.  Thrombi 
may  consist  almost  wholly  of  red  blood  cells. 

Causes  of  Thrombosis. — ^Thrombi  may  occur 
as  the  result  of  an  injury  to  the  wall  of  a  vessel, 
or  may  follow  its  compression  or  dilatation; 
they  may  result  from  some  alteration  of  the 
wall  of  the  vessel  by  disease,  or  by  the  retarda- 
tion of  the  circulation.  So  long  as  the  en- 
dothelial lining  of  the  vessels  is  intact,  simple 
retardation  of  the  circulation  does  not  usually 
alone  suffice  to  induce  coagulation;  but  changes 
in  the  endothelium  in  a  great  variety  of  condi- 
tions, such  as  inflammation,  degeneration,  ath- 
eroma, calcification,  and  the  presence  of  bac- 
teria or  their  toxins,  tumors,  and  foreign  bodies,  favor  its  occurrence, 
especially  when  associated  with  changes  in  the  circulation  or  in   the 
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character  and  contents  of  the  blood.  Thrombi  may  develop  from  an 
embolus.  Thrombosis  is  a  not  infrequent  compliciition  of  the  infectious 
diseases  as  well  as  of  the  cachectic  conditions  associated  with  varioua 
acute  and  chronic  general  diseases. 

One  may  conveniently  class  the  various  determining  causes  of 
thrombosis  into:  1,  those  associated  with  a  slowinfjof  the  blood  current; 
2.  those  relating  to  changes  in  the  walls 
iif  the  blood  channels;  and  3,  those  in- 
volving such  alterations  in  the  blood  it- 
self as  favor  coagulation.  These  factors 
are  frequently  associated. 
tfiy^^        •  ""   '     ■  _   ".  1.   Disturbances    of    the  circulation 

f^^    '      .    }  '  ■  .    1 '  ',         favoring  thrombosis  are  frequently  de- 

pendent up<ui  enfeebled  heart  action, 
anil  thrombi  may  then  form  in  the  au- 
ricles l)eliind  the  valves  or  among  the 
tral>ecuhi'  of  the  hearl  (Fig.  4S6),  behind 
the  valves  of  the  veins,  in  the  veins  of 
the  lower  extremities,  in  the  great  venous 
sinuses  of  the  brain,  or  wherever  by  rea- 
son of  iilmormal  conditions  the  regular 
flow  of  the  blood  is  interfered  with — 
leurisms.  varices,  etc.  Such 
UP  s{)mptinies  called  slagnalion 
When  fiuming  under  marked 
asthenic  condilions  they  are  called  mnninlic  Ihrnmbi.  In  this  class  be- 
long thrombi  induced  by  pi-essure  or  ligature  of  the  ve.*sels. 

2.  Thrombi  associated  with  alterations  in  the  walls  of  the  blood- 
vessels may  follow  nieihanical  injuries  to  the  vessels  and  may  be  con- 
8er\'ative  in  the  control  of  lui'morrhage.  The  action  of  various  forms  of 
pathogenic  bacteria  within  or  in  the  vicinity  of  blood-vessels  inducing 
lesions  of  the  walls,  is  a  fruitful  determining  fa<tor  in  lhroml>osis.  This 
is  common  in  acute  endocarditis,  in  septica'mia.  In  various  forms  of  phle- 
bitis, and  in  tuberculosis.  In  chronic  lesions  of  the  walls  of  the  heart 
and  blood-vessels,  associated  with  degeneration  and  necrosis  (atheroma, 
calcification,  etc.).  thrombi  may  form.  The  growth  of  tumors  into  the 
blood  channels  affords  favorable  conditions  for  the  ilevelopment  of 
thrombi, 

:i.  The  alterations  of  the  blood  itself  favoring  thrombosis  are  obscure. 
Such  are  the  impoverishment  of  the  blood  in  ansemia,  the  presence  of 
bacterial  toxins  or  of  the  bacteria  themselves  in  various  infectious 
diseases.'  Many  of  the  so-called  marantic  throndn  are  pnibably  due 
to  the  presence  of  bacteria  or  of  their  toxins  in  the  blood  or  in  the  walls 
of  the  vessels.  Some  cases  of "  white  swelling  "  following  parturition  are 
probably  of  this  nature, 

'For  B  RluUv  nt  thp  r.Me  of  mirro-ornani-in-  in  (hn  fnrmall.>n  of  vfnoii-  tliromhi  we 
Jakou-iH.  (.'h\.  t.  Bak,,  Al.lli,  1,.  llcL  2R.  p.  Si)l.  lOOIKhiW.  Ciiti-^uU  ulso  lIV/c ^  (,n  iufcctU-e 
thrombi,  Albutl'ii  "SyMeni  of  M«l)rinp."  vd.vi,,  p.  It!!*, 
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Amoag  the  leas  frequent  alterations  of  the  blood  favoring  thrombosis 
may  be  mentioned  the  presence  of  hsemolytic  substances,  as  in  the 
transfusion  of  alien  blood  and  the  artificial  introduction  of  certain 
animal  and  vegetable  extracts. 

Forms  of  Thrombi. — Various  forms  of  thrombi,  aside  from  those 
already  described,  have  received  special  names.  Thus  thrombi  are 
called  primary  or  propagated,  depending  upon  whether  they  are  con- 
fined to  the  original  site  of  formation  or  extend  for  some  distance  from 
the  point  of  origin.  Sometimes  such  extension  is  marked  by  variations 
in  the  color,  density,  and  structure  of  the  extending  thrombus.  A 
secondary  thrombus  is  one  formed  upon  an  embolus  or  a  pre-existent 


ta     6         LAMtLLATED   ThROMIIS 

This  ia  an  occluding  throEnbiks      A(  t\  e  ngtil  and  alpo  abo  c  ai 
while  the  remainder  is  largely  fibrin  in  layers,  indicating 

thrombus.  A  thrombus  may  be  obstructing  or  parietal;  solid  or  canal- 
ized; simple  or  injeclive;  it  may  be  arterial  or  renovs — all  names  whose 
significance  is  obvious. 

Agylutinalive  Thrombi} — The  recent  studies  on  agglutination  and 
■hemolysis  (see  p.  169)  have  led  to  the  l>elief  that  certain  thrombi  occur- 
ring in  infectious  diseases,  as  well  as  under  other  conditions,  may  arise 
from  the  development  of  agglutinative  substances  in  the  blood.  Under 
the  action  of  these  substances  the  red  blood  cells  may,  without  the 
formation   of    fibrin,    clump    together,    leading    to    thrombosis.     Such 

'Consult  Flrinrr,  "On  Thrombi  Compoiwl  of  AggliitinalHl  Rod  Blooil  Corpuwles.' ' 
Journal  nt  Meiiiral  Rewarch.  vol,  viiu,  p.  316:  a.]My.  Prarcf.  ibid.,  vol.  xii„  p.  329;  also,  Pmpw 
jmd  ninnt,  Am.  Jour.  Med.  Sciences,  vol.  cxxviii.,  p.  66»,  1904,  biW. 
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thrombi  are  called  agglutinative  thrombi.  They  have  been  observed 
repeatedly  in  typhoid  fever  and  other  infections.  In  such  masses  of 
agglutinated  red  blood  cells  the  individual  corpuscles  may  not  be  seen, 
the  whole  presenting  a  hyaline  mass.  Thus  may  be  formed  a  variety  of 
the  so-called  hyaline  thrombi.  Welch*  has  suggested  the  probability 
that  under  similar  conditions  leucocytes  also  may  form  agglutinative 
thrombi. 

Hyaline  Thrombi. — Under  a  variety  of  conditions,  but  especially  in 
local  and  general  infections  and  in  intoxications,  there  is  present  in  the 
capillaries  and  in  the  small  arteries  and  veins  a  homogeneous,  translu- 
cent, nearly  colorless  material,  partially  or  wholly  blocking  the  vessels. 
This  hyaline  material,  whose  origin  is  still  in  doubt,  has  in  some  in- 
stances a  staining  reaction  similar  to  fibrin.  In  other  cases  hyaline 
thrombi  are  probably  special  forms  of  agglutinative  thrombi  (see  above). 

Alterations  in  Thrombi. — After  a  certain  amount  of  shrinkage  by 
which  the  fluids  are  squeezed  out  and  the  thrombus  becomes  denser 
and  drier,  the  changes  which  occur  in  it  may  be  either  in  the  direction 
of  degeneration  and  absorption  or  of  organization.  The  leucocytes,  the 
fibrin,  and  the  blood  plates  may  degenerate,  forming  a  granular  material 
which  may  become  infiltrated  with  salts  of  lime,  forming  the  so-called 
phlebolithsj  or  rein  stones.  In  other  cases  the  thrombi  may  soften  and 
disintegrate.  This  softening  may  be  simple  and  the  result  of  fatty  or 
other  form  of  tissue  degeneration,  resulting  in  a  white  or  reddish  or 
brown  grumous  mass,  which  may  resemble,  but  is  not,  pus.  Or.  in  many 
instances,  softening  probably  occurs  through  the  autolytic  processes 
(see  p.  105),  initiated  and  sustained  largely  by  leucocytes.  On  the 
other  hand,  softening  of  the  thrombus  may  l)e  associated  with  bacteria 
or  other  infectious  material  with^ general  suppuration.  In  this  *'  puru- 
lent ''  or  **  septic  "  softening  of  the  thrombus  the  risk  is  great  of  a  dis- 
tribution of  the  infectious  material  through  the  circulation.  Finally, 
the  thrombus  may  be  replaced  by  a  new  formation  of  vascular  con- 
nective tissue,  itself  disappearing  by  autolysis  or  phagocytosis  as  the 
new  tissue  is  formed.  This  is  called  "  organization  of  the  thrombus,'' 
but  in  reality  the  new  connective  tissue  is  produced,  not  from  the  cells 
of  the  thrombus  itself,  but  from  the  cells  of  the  walls  of  the  affected 
trunk,  from  whose  vessels  the  new  blood-vessels  of  the  thrombus  also 
arise  (compare  page  75).  In  this  way  the  vessel  may  be  completely 
and  permanently  occluded,  or,  more  rarely,  one  or  several  channels  may 
be  established  through  the  new  connective-tissue  mass  (Fig.  7). 

Effects  of  Thrombosis. — The  consequences  of  thrombosis  -vary 
greatly,  depending  upon  the  seat,  size,  and  nature  of  the  thrombus. 
They  are  of  two  classes:  1,  those  depending  upon  the  direct  disturbance 
of  circulation  from  the  occlusion  of  the  lumen  of  the  vessel;  and,  2, 
those  determined  by  the  detachment  of  the  thrombus  or  the  separation  of 
a  part  of  it',  and  the  distribution  of  these  through  the  circulatory  channels 
to  various  parts  of  the  body. 

1.  The  occlusion  of  either  arteries  or  veins  may  be  compensated  by 

*  Welch,  Huxley  Lecture,  Medical  News,  October  18th,  1902,  p.  731. 
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the  establishment  of  collateral  circulation.  The  partial  or  total  occlu- 
aion  of  an  artety  by  a  thrombus  may  lead  to  local  aniemia,  degenera- 
tion, necrosis,  or  infarction  (see  page  28).  The  obstruction  of  a  vein 
may  lead  to  venous  congestion  and  (edema,  and  to  various  alterations 
already  considered  under  the  heading  of  Hypersemla. 

For  a  further  consideration  of  thrombosis  of  the  heart  and  separate 
vessels  see  sections  dealing  with  these  organs  in  Special  Pathology. 

2.  Whole  thrombi  or  portions  of  these  may  be  detached  and  carried 
forward  by  the  blood  current,  or,  as  the  result  of  softening  and  disinte- 


which  has  replaced  the  clot,  with  five  new  chumels 


gration,    detritus,   bacteria,   etc.,    may    be  set  free  by   unusual  move- 
ment, by  pressure,  or  without  obvious  special  force. 

The  performances  and  effects  of  such  detached  portions  of  thrombi 
will  be  considered  in  the  next  section,  under  Embolism,' 


Thi 


[s  OP  Lymph-vessels. 


Thrombosis  of  the  lymph-vessels  is  of  occasional  occurrence.  The 
thrombus  consists  of  fibrin  and  leucocytes.  It  may  present  forms  and 
induce  changes  in  the  lymph  channels  analogous  with  the  forms  and 
effects  of  thrombi  in  the  blood-vessels. 


Embolism  is  the  obstruction  of  a  blood-vessel  by  the  arrest  in  its 
lumen  of  some  material  carried  along  in  the  circulating  blood.     The 
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mass  causing  the  stoppage  is  called  an  embolus  (Fig.  S).  This  may 
be  composed  of  a  great  variety  of  substances.  The  most  common  emboli 
are  detached  portions  of  thrombi,  especially  from  the  heart  valves,  and 

these  may  have  all  the  variety  of  structure 
which  thrombi  present.  Masses  of  bacteria  or 
other  animal  or  vegetable  parasites,  fragments 
of  the  heart  valves  and  of  tumors,  droplets  of 
fat  from  the  medulla  of  fractured  bones  (Fig. 
9),  parenchyma  cells,*  masses  of  pigment, 
bubbles  of  air,  etc.,  mav  form  eml>oli.  Em- 
bolism  is,  in  a  majority  of  cases,  confined  to 
the  arteries  and  to  the  branches  of  the  portal 
vein.  Emboli  after  lodgment  sometimes  give 
rise  to  thrombosis,  which  mav  l>e  verv  ex  ten- 
sive. 

Effects  of  Embolism  —  Infarction.  —  The 
changes  which  follow  the  more  or  less  sudden 
and  complete  cutting  ofT  of  the  arterial  blood 
from  a  part  of  the  body  by  the  lodgment  of  an 
embolus  are  so  variable,  depending  upon  the 
part  of  the  body  affected,  the  character  of  its 
vascular  arrangement,  and  the  possibilities  of  a 
collateral  blood  supply,  that  a  concise,  compre- 
hensive description  is  difficult. 

When  the  arterial  blood  current  is  cut  off 
from  the  afTected  area,  this  does  not  at  once 
become  bloodless,  l>ecause  its  vessels  still  con- 
tain the  residual  blood  and  a  certain  amount 
may  enter  at  least  the  periphery  through  adjacent  ca|)illaries  and  small 
veins.  Then  if  the  involved  region  be  not  too  large  and  the  plugged 
vessel  have  sufficient  anastomoses,  the  establishment  of  a  collateral 
circulation  mav  after  a  time  be  efTected.  On  the  other  hand,  if  the 
plugged  artery  does  not  ])ossess  anastomosing  trunks  or  is  inadequately 
supplied  with  these — that  is,  belongs  to  those  vessels  which  are  called 
ttrttiinal  arteries — end  arteries — the  effects  are  more  marked  and  lasting. 
There  is  stasis  in  the  vessels;  diapedesis  of  the  red  blood  cells  may  occur; 
and  while  a  small  amount  of  blood  may  enter  the  periphery  of  the  in- 
volved region  through  the  capillaries  and  veins  'so  that  the  vessels  here 
may  be  markedly  congested,  the  tissues  are  not  sufficiently  nourished 
and  they  suffer  varying  degrees  of  degeneration;  they  may  die  and 
the  whole  central  region  become  necrotic.  This  gradually  developing 
process  is  called   injarction,  and  the  portion  of  involved  tissue  is  called 

^  Tho  pn*sfiicp  of  Iiv(*r-c«'Il  finboli  in  X\\v  lung  riipillarios  and  in  tho  heart  riots  after 
traiunatir  ruptun'  of  thr  liver,  anil  in  infe<'tioiis  (lis4'jisfM  involving  loeal  neeroses  of  the 
liver,  has  Vwen  ileseribed  by  various  observers.  Kniboli  belii*ve<l  to  be  roniiK>se<l  larg«'ly 
of  placental  cells  or  of  cells  from  the  bone  marrow  are  also  <lesrribe<l  imiler  various  eon- 
ditifins.  The  facts  relating  to  this  su>)ject  of  parenchyma-cell  emboli  an<l  it»  alleged  signifi- 
cance may  be  found  summarize<l  by  Luhan^ch,  Fortschritte  der  Me<lizin,  IM.  xi.,  pp.  8().5  and 
845.  1S93 :  an«l  by  AschofJ.  Virchf)w's  Archiv.  Bd.  cxxxiv..  p.  1 1 .  1893.  Consult  also  Warthin^ 
The  Medical  News.  September  1.5th,  1900,  bibl.  f 
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tion  at  its  free  extremities. 
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an  infarct  (Fig.  10).    The  area  of  infarction  corresponding  to  the  region 
supplied  by  the  occluded  vessel  is  usually  more  or  less  wedge-shaped. 

Infarcts  in  which  the  vessels  are  distended  with  blood,  with  interstitial 
hfemorrhage  by  diapedesis  and  more  or 
less  necrosis  of   the  involved  area,  are 
culled  htemorrhagic  infarcts  (Fig.  11). 

After  a  time  the  infarct  becomes 
decolorized  by  diffusion  of  the  dissolved 
htemoglobin,  inflammatory  changes  oc- 
cur in  its  periphery,  the  blood  cells  and 
involved  tissues  may  undergo  degenera- 
tion and  be  absorbed,'  and  finally  the 
seat  of  the  infarction  may  be  indicated 
only  by  a  mass  of  cicatricial  tissue,  which 
frequently  contains  more  or  less  pigment. 
In  another  class  of  cases,  instead  of 
an  excessive  distention  of  the  vessels  and 

an  extravasation  of  Mood  in  the  affected  region  the  tissue  is  simply  de- 
prived of  nourishment  and  undergoes  necrosis.  The  affected  area  then 
sooner  or  later  becomes  lighter  in  color  from  the  tliffusion  of  the  hemo- 
globin, and  it  is  then  called  an  ana-mic  or  while  infarct  (Fig.  12).  In- 
flaramatorj'  changes  may  occur  in  its  periphery  and  a 
/    ~^  new  connective-tissue  capsule  form  around  it,  and  the 

f      i  V  dead  mass  may  thus  persist  for  some  time,  or  l>e  grad- 

V..  \  ually  absorbed  and  replaced  by  cicatricial  tissue.     In 

certain  instances  it  is  believed  that  infarcts  may  be 
amemic  from  the  beginning  and  not,  as  is  apparently 
usually  the  case,  as  the  result  of  changes  in  infarcts 
which  are  at  first  of  the  ha>morrhagic  type. 

The  scope  of  this  book  does  not  permit  us  to  con- 
sider the  somewhat  complicated  and  often  obscure 
reasons  why  in  one  case  there  is  haemorrhagic,  in 
another  white,  infarction,  as  a  result  of  embolus. 

If  the  embolic  material  consists  of  or  contains  in- 
fective substances,  such  as  some  forms  of  l>acteria, 
in  addition  to  the  mechanical  effects  of  simple  em- 
boli, we  may  have  gangrene,  suppuration,  formation 
of  abscesses,  etc.,  as  the  result  of  the  local  action 
of  the  infectious  material,  even  though  this  may  be 
present  in  verj'  small  amount. 

The  Location  of  Infarcts.— The  organs  in  which 
emlxilic  infarctions   most   frequently   occur   are   the 
"'"  ■'"""""  spleen,  kidney,  brain,  lungs:  less  frequently  the  heart, 

retina,  liver,  and  small  intestines. 

Ha>morrhagic    infarction  is   not    liable   to  occur  in  the    lirer  from 
emboli  in  the  branches  of  the  portal  vein,  on  account  of  the  blood  supply 

r  the  absorption  of  infarrta  9(v   Wellg.  Jour, 


so  CHANGES   IN   THE  CIRCULATION  OF  THE   BLOOD 

which  may  come  to  the  affected  region  through  the  branches  of  the 
hepatic  arterj-.  On  the  other  hand,  embolic  abscesses  from  infectioua 
emboli  are  of  not  infrequent  occurrence  here. 

The  lung  is  supplied  with  blood  through  the  pulmonary  and  the 
bronchial  arteries;  and  the  capillary  network  of  the  pulmonani-  tissue 
is  so  abundant  that  emlxili  in  the  pulmonary  artery,  although  this  is  a 
terminal  arterj',  do  not  readily  lead  to  infarction  in  an  otherwise  healthy 
lung.  When,  however,  the  pulmonan,-  circulation  is  disturl>ed.  as  in 
certain  forms  of  heart  disease,  hipmorrhagic  infarction  may  follow  em- 
bolism of  the  pulmonary  artery. 

The  arteries  of  the  kidnct/  and  spleen  are  typical  terminal  arteries, 
and  infarcts  of  these  organs  readily  follow  embolism.     In  the  kidney 


Fta.  11. — DiAOKAU  I 

The  uiery,  A,  plugged  by  an  embnliiii,  £,  is  ■  (emiiiiBl  arlrn*,  but  it  liiui  nbundant  capil- 

ry  anBBU>mo0«i,    bo  that  the  territory  deprived  of  binod  U  nut  sufficiently  □ouHshed  mud 

it«  tiaauea  die;    but  froni  the  Kbundaot  capilluy  Bnutomoees  from  the  artery  B,  and    Iroro 

the  vein  C,  a  certain  BmouQt  of  blood  entcrstlieiDtarcl  area,  which  t bus  becomes  hvmorrlui^c. 

the  infarcts  are  most  commonly  ana-mic;  in  the  spleen  both  hiemor- 
rhagic  and  ana;mic  infarcts  are  formed.  Infarction  in  the  heart  may 
follow  embolism,  but  is  more  commonly  the  result  of  thrombosis  of 
branches  of  the  coronary  artery.  Embolism  of  the  cerebral  arteries  is 
seldom  followed  by  extensive  local  collateral  hypera^mia  and  hicmor- 
rhage,  but  ia  more  apt  to  lead  to  cerebral  softening.  Hacmorrhagic 
infarctions  may  occur  exceptionally  in  regions  not  furnished  with 
terminal  arteries,  as  in  the  stnall  inlesUnes.  Infarction  does  not  follow 
embolism  of  single  arterial  trunks  of  the  arms  and  legs  because  of  the 
ready  establishment  of  a  collateral  circulation. 

The  Sources  of   Emboli. — It  should  l>e  remembered  that  as  a  rule 
emboli  derived  from  a  vein,  and  then  moat  commonly  detached  from  a 
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venous  thrombus,  pa^s  to  the  right  side  of  the  heart  and  are  thence 
driven  into  the  pulmonary  artery,  where,  unless  most  minut«,  they  are 
retained,  since  they  cannot  pass  the  pulmonary  capillaries.  Emboli 
in  the  left  heart,  the  aorta,  and  the  arterial  system  are  derived  from  the 
pulmonary  vein,  the  left  heart,  the  aorta  or  its  branches  (Fig.  13). 

Paradoxical  Embolism. — While  as  a  rule  emboli  follow  the  direction 
of  the  blood  current,  one  does  sometimes  find  in  the  arterial  sys- 
tem emboli  of  considerable  size  without  being  able  to  locate  their 
source  in  the  pulmonary  vein,  the  left  heart,  or  the  aorta  or  its  larger 
branches.  Furthermore,  under  these  circumstances  one  may  discover 
an  obvious  source  in  the  systemic  veins.     Since  such  emboli   cannot 


Fla.  12. — Diagram  iLLCsTRATiNa  the  Foruation  of  an  Anaemic  iNrARcr. 
The  artery  /I  U  «  termiDal  artery  with  a  tew  capillary  anaatomoaes  with  the  neighboring 
art«ry  B,  »  that  when  the  emboluii,  £,  cuts  oR  the  blood  from  the  territory  supplied  by  it, 
the  involved  region  becomes  aosmic  save  in  the  peripheral  tone  of  coDgestion.    This  is  an 

pass  the  pulmonary  capillaries  they  must  have  passed  from  the  venous 
to  the  arterial  system  through  an  open  foramen  ovale  into  the  left 
auricle,  thence  to  be  driven  into  the  arteries  (Fig.  13).  This  is  called 
paradoxiad  embolUm.     It  is  of  infrequent  occurrence.' 

Retrograde  Embolism. — Sometimes  an  embolus  moves  in  a  direction 
opposite  to  that  of  the  blood  current,  so  that  one  may  find  in  a  small 
vein  an  embolus  obviously  derived  from  a  larger  vein  or  from  the  right 
heart.  It  has  been  assumed  in  explanation  of  this  occurrence  that 
under  certain  conditions  in  which  the  venous  blood  empties  itself  into 

n  ZirgUr'a  "General 
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the  right  heart  with  (Uffipiitty,  as  in  ihc  nisp  of  incuspid  iiH-oiiipptonoe, 
there  might  tie  :ui  actual  reversal  nf  the  vciious  iiirrcnt  uii  which  an 
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embolus  could  be  conveyed.  It  does  not,  however,  appear  that  such  a 
reflux  of  the  venous  blood  is  possible.  Ribbert  urges  the  view  that 
while  a  complete  reversal  of  the  current  is  improbable  in  a  congested 
vein,  a  pulsation  wave  may  form  with  each  heart-beat  which  could 
gradually  force  the  embolus  toward  the  periphery  along  the  vessel 
wall.  This  retrograde  transportation  of  an  embolus  is  of  rare  occurrence 
in  the  large  veins,  especially  in  the  inferior  vena  cava. 

The  retrograde  transportation  of  particles  of  tumor  may  give  rise  to 
very  puzzling  phases  of  metastasis. 

Fat  Embolism. — After  fracture  of  the  long  bones,  fat  from  the 
marrow  may  find  its  way  through  opened  veins  into  the  right  heart  and 
into  the  pulmonary  capillaries.  It  may  be  found  also  in  the  capillaries 
of  the  kidneys  (Fig.  9).  Fat  embolism  of  the  pulmonary  capillaries 
may  be  fatal,  but  in  most  cases  does  not  appear  to  be  of  great  signifi- 
cance. Fat  embolism  of  the  lungs  is  recorded  following  extensive 
fatty  degeneration  of  the  liver  in  phosphorus  poisoning.* 

Emboli  of  Tumor  Cells. — Clusters  of  tumor  cells  of  considerable 
size  may  enter  the  vessels  through  erosion  of  their  walls  and  may  be 
transported  in  the  blood  current  as  emboli  (Fig.  243,  p.  37S).  They  may 
lodge  in  the  trunks  of  large  vessels,  portal  vein,  pulmonary  artery,  etc., 
and  in  addition  to  the  usual  effects  of  embolism  they  may  grow,  forming 
metastatic  tumors. 

Air  Embolism. — It  rarely  happens  in  surgical  operations  that  a  large 
quantity  of  air  enters  an  opened  vein  and  is  aspirated  to  the  right  side 
of  the  heart.  This  may  prove  fatal.  Air  bubbles  may  be  found  mingled 
with  the  blood  in  the  right  heart,  in  the  large  veins  leading  to  the  heart, 
and  in  the  pulmonary  capillaries.  It  was  formerly  believed  that  this 
•was  of  not  infrequent  occurrence,  and  the  presence  of  even  small  numbers 
of  air  bubbles  in  the  blood  was  regarded  as  of  extreme  significance. 
The  presence  of  air  in  the  vessels  is  common  in  caisson  disease  (see  p.  11). 
In  certain  cases  gas  bubbles  in  the  blood  are  due  to  infection  with  a  gas- 
forming  bacterium,  the  Bacillus  aerogenes  capsulatus  (see  p. 279).* 

Experimental  Study  of  Disturbances  of  the  Circulation. 

One  may  observe  many  of  the  local  disturbances  of  the  circulation  on  the  mesen- 
ter>'  of  the  curarized  *  frog.  A  loop  of  the  intestine  is  drawn  out  through  a  lateral 
abdominal  incision  and  laid  over  the  glass  window  of  aThoma  frog-plate  (sec  Fig.  1 U). 
The  part  should  be  kept  moist  or  irrigated  with  one-half-per-cent  salt  solution.  Under 
these  conditions  one  may  study  various  phases  of  hypersemia  and  stasis,  haemorrhage 
by  diapedesis  and  by  slight  injuries  to  the  vessels,  haemorrhage  by  rhexis  and  the 

*  For  a  study  of  fat  embolisni  see  Connc//,  Jour.  Am,  Med.  Assn.,  vol.  xliv.,  p.  612,  1905. 

'  For  a  fuller  consideration  of  the  circulatory  disturbances  consult "  Les  Processus  G^nd- 
raux,"  Chantemesae  and  Podwynttotaky,  1901. 

'  The  commercial  curare  is  so  variable  in  strength  that  it  is  best  to  make  an  aqueous 
solution  of  about  1:1,000  strength  and  test  the  eflfcct.  using  ju.st  enough  to  secure  im- 
mobility, and  no  niore,  since  serious  circulatory  disturbances  and  death  of  the  animal  are 
readily  induced  with  too  liberal  dosage.  The  solution — at  first  a  few  drops — is  put  beneath 
the  skin  in  the  dorsal  Ijinph  sac.  It  is  well  to  give  a  preliminary  dose  a  few  hours  before 
the  use  of  the  animal,  bringing  him  partially  under  the  influence  of  the  drug,  an^l  to  com- 
plete the  effect  just  before  the  experiment.  Under  these  conditions  the  second  dose  may 
be  very  small  and  thus  untoward  effects  upon  the  circulation  may  be  avoided. 
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formation  of  local  thrombi  by  which  it  is  controlled.  By  pressure  on  the  vessels 
various  disturbances  of  the  circulation,  thrombi,  etc.,  can  be  secun>d.' 

By  drawing  forward  the  tongue  of  the  curarixed  frog,  fastening  it  in  extension  on 
the  Thoma  frog-plate  designed  for  this  purpose  (Fig.  Ill),  and  ligating  one  of  the  large 
lateral  veins,  one  can  induce  interesting  phases  of  passix-e  h^'penrmia  and  transudation. 

£mlx>lism  may  be  studied  by  the  injection  into  the  arteries  of  small  particles — 
tobacco  seed  in  the  dog,  begonia  seed  in  the  rabbit,  or  poppy  seed — suspended  in 
salt  solution.  These  may  be  injected  forcibly  upward  through  the  crural  arten'  into 
the  aorta.  Embolism  of  the  abdominal  viscera,  kidney,  spleen,  etc.,  with  infarction 
may  be  thus  induced. 

^  See  for  a  further  description  of  the  method  of  studying  the  circulation  in  the  living 
frog,  p.  110. 


CHAPTER  III. 

ATROPHY,  DEGENERATION,  PIGMENTATION,  AND 

NECROSIS. 

General  Considerations. 

There  are  three  phases  of  activity  in  the  transformations  of  energy 
which  are  characteristic  of  living  cells.  These  are  nutrition,  reproduc- 
tion, and  functional  activity.  But  while  these  manifestations  of  energy 
are  more  or  less  distinct  as  properties  of  living  matter,  they  are  closely 
interdependent.  It  is  the  suitable  balance  of  these  activities  fixed  by 
prolonged  environment  which  determines  what  we  call  health.  When 
this  balance  is  disturbed  beyond  the  limits  of  physiological  variation,  the 
alterations  which  result  may  be  manifest,  either  in  the  diminution  or  de- 
struction of  tissue  or  in  its  increase  or  new  formation.  In  other  words, 
the  cells  of  the  body,  when  placed  under  conditions  which  seriously 
interfere  with  the  orderly  transformations  of  energy,  may  undergo 
alterations  from  the  normal  which  are  retrogressive  on  the  one  hand, 
or  progressive  on  the  other. 

We  shall  in  this  chapter  consider  the  retrogressive  processes  and  their 
effects;  in  the  next  those  which  are  progressive. 

It  is  well  to  remember  that  the  retrogressive  as  well  as  progressive 
changes  in  the  body  are  not  limited  to  pathological  conditions,  but  form 
a  part  of  the  normal  processes  through  which  growth  is  secured  and 
function  maintained.^ 

The  maintenance  of  the  normal  life  and  structure  of  the  cell  is  closely 
dependent  upon  the  conditions  under  which  it  is  placed.  If  there  is 
lack  of  sufficient  or  proper  nutriment;  if  the  waste  products  are  not 
properly  eliminated;  if  deleterious  chemical  substances  either  coming 
from  without  or  formed  by  defective  metabolism — poisons,  toxins,  etc. 
— are  present;  or  if  harmful  physical  agencies  such  as  heat,  cold,  pressure, 
etc.,  are  active;  or,  finally,  if  the  innervation  be  defective,  both  the 
function  and  the  structure  of  the  cell  may  suffer. 

The  functional  changes  of  cells  placed  under  unfavorable  conditions 
are  very  variable  and  often  very  subtle  owing  to  their  complex  and  often 
little  understood  nature,  and  may  be  difficult  of  detection.  These 
functional  changes  may  or  may  not  be  associated  with  structural  altera- 
tions which  are  obvious  on  microscopical  observation.  Cells  may  become 
larger  than  normal  through  increased  functional  activity,  hypertrophy; 
they  may  become  smaller,  atrophy^  under  a  variety  of  conditions  pres- 

*  For  a  rlmimi'  of  the  relationship  between  normal  and  pathological  retrogressive  proc- 
enses  »ee  Minot,  Middleton  Goldsmith  Lecture  on  *'The  P^mbryological  Hasis  of  Pathology," 
Science,  March  29th.  1901. 
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ently  to  be  considered.  Cells  may  swell  through  imbibition  of  fluid ;  they 
may  be  altered  in  shupe  from  pressure.  Finally,  they  may  suffer  various 
changes  in  infernal  structure.  Variou.'*  products  of  their  metabolism 
or  of  degeneration  of  their  cytoplasm  may  accumulate  within  them,  or 
substances  muy  enter  from  without — dcgencralion  anil  infil (ration. 

These  and  other  changes  due  to  an  unfavorable  environment  may 
be  recovered  from  if  not  too  extensive.  Hut,  on  the  other  hand,  if  the 
damage  be  excessive  the  cell  may  die  and  suffer  disintegration  and 
absorption.  This  death  of  the  cell,  with  the  subsequent  physical  and 
chemical  changes,  is  called  necrosis. 

It  frequently  happens,  however,  that  the  vitality  of  the  cell  is  not 
at  once  extinguished,  but  that  the  processes  of  life  and  nernisis  go  on 
for  a  time  together,  ending  in  either  its  recovery  or  its  death.  This 
condition  is  called  ncrrobioais. 

Not  all  the  cells  of  the  body  arc  equally  sensitive  to  a  deleterious 
environment.  It  is  those  which  are  more  highly  differentiated  for  the 
performance  of  special  functions,  or  those  which  arc  more  frequently 
exposed  to  harmful  infiuem-es.  which  most  often  suffer. 


Atrophy. 

Atrophy  is  a  diminution  in  the  size  of  the  Ixidy.  of  organs,  or  of  tissue 
elements.  It  occurs  as  a  physiological  process  in  man  a.s  well  as  in  cer- 
tain of  the  tower  animals.  Thus  in  man  the  thymus  and  the  umbilical 
vessels  undergo  atrophy  at  an  early  period;  while  in  old  age.  atrophy  of 
the  sexual  organs  and  of  the  tissues  in  general  is  the  usual  mark  of  senil- 
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.   14. — Atrophy  of  Mcstlk. 

nipliie<l  fibril  lli»  is  ralliil  "piKnipnt  ttln,|.liy." 

ity.'  On  the  other  hand,  ns  a  pathological  process,  atrophy  may  occur 
in  connection  with  ilisturbsinccsof  innervation  or  nutrition:  from  disuse 
or  from  pressure;  or  from  the  presence  of  poisons.  Although  it  is  con- 
venient to  name  these  as  phases  of  atrophy,  they  are  not  fundamentally 

Honility  sco  tlic  monograph 
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distinct.  In  simple  atrophy,  under  whatever  conditions  it  may  occur,  the 
tissue  elements  become  smaller  without  marked  alterations  in  structure, 
and  may  finally  disappear  altogether.  In  the  majority  of  cases,  how- 
ever, atrophy  of  cells  or  other  tissue  elements  is  not  simple,  but  is  asso- 
ciated with,  and  often  determined  by,  various  phases  of  degeneration — 
degenerative  atrophy.     The  cytoplasm  of  atrophic  cells  is  often   more 


)    DlBTOHTlON    OF   THE    LlVER    FROM    TiaHT    Laciko FeUALE. 

The  bonier  of  the  organ  U  eloDgBted  and  Gbroua;  the  gall  bladder  in  long  and  dialorted. 

transparent  than  normal   and   may   contain   an   undue   proportion  of 
pigment. 

An  organ  which  is  the  seat  of  even  extensive  atrophy  of  some  of  its 
cells  is  not  necessarily  diminished  in  size,  but  may  even  be  much  larger 
than  normal.  This  is  the  case  for  example  in  amyloid  degenerations  of 
the  liver.  Sometimes  the  atrophy  of  parenchyma  cells  is  accompanied 
by  a  new  formation  of  connective  tissue  so  extensive  as  to  maintain, 
for  a  time  at  least,  the  size  of  the  organ. 
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There  are  viirious  phases  of  atrophy  which  may  iie  briefly  considered. 

General  atrophy  affectiiip  the  hody  at  large  may  occur  as  the  result 
of  deficient  nutriment  as  in  starvation,  or  :t  faiUiro  to  assimilate  fond, 
and  ill  various  acute  and  chronic  diseases.  I'nder  these  conditions 
fatty  and  other  forms  of  cell  degeneration  occur,  with  loss  of  the  general 
adipo."ie  and  reduction  in  size  of  muscle  and  other  body  cells. 

In  liira!  alrojilni  the  alterations  are  confined  to  a  part  or  organ  of  the 
liody,  as  in  ati-oi>hy  from  pressure  or  other  Uieal  causes  which  we  shall 
presently  consider. 

Senile  Atrophy. — .\s  the  energies  <)f  life  decline  with  the  advance  of 
years,  the  tissue  and  organs  may  undergo  gradual  and  progressive  atro- 


Bl  ruphy  from  amyloid  dcKcni 


phy,  but  in  varying  degrees.  The  muscle  <ells  <)f  the  heart  are  more 
slender,  and  brown  pigment  may  aicunuilate  within  them — brown 
airophy.  The  pai-enchyma  cells  of  the  liver,  kitlnry,  and  generative 
glands  and  the  ganglion  cells  l>ecome  snuillcr  and  may  be  more  or  less 
pigmented.  Similarly  the  bones  suffer  ati-ophic  changes,  l>ecoming 
more  brittle,  and  the  skin  becomes  wrinkled  and  dry.  Senile  atrophy 
may  be  associated  with  significant  sclerotic  ihanges  in  the  blood-vessels 
and  with  atrophy  of  the  lymph-nodes,  spleen,  and  marrow. 

Atrophy  from  Suspensioa  of  Functional  Activity — Atrophy  from 
Disuse. ^This  is  well  exemplified  in  disused  nuiscles  or  lK»nes,  as  in  vari- 
ous forms  of  paralysis.  Voluntary  muscles  under  these  circumstances 
become  more  slender,  lose  their  transverse  striations,  mid  become 
fibrillar,  lirown  pigment  derived  from  the  disappearing  nm.-icle  sub- 
stance may  gather  in  masses  in  the  remaining  fibres,  and  the  nuclei  of 
the  Barcolemma  may  be  increased  in  niiml>er  (Fig.  141.  The  fibres  may 
finally  disappear  and  may  be  replaced  by  fat  or  fibrillar  connective 
tissue. 

Pressure  Atrophy. — This  is  seen   undei    the  ordinarj'  conditions  of 
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modern  life  as  the  result  of  ill-adapted  articles  of  dress,  such  as  corsets, 
which  frequently  induce  very  marked  atrophy  with  distortion  of  the 
Uver  (Fig.  15),  But  within  the  body  itself  pressure  from  a  more  vigor- 
ously growing  tissue  may  induce  atrophy  of  an  adjacent  part.  Thus, 
tumors,  cysts,  accumulations  of  fluids  in  various  cavities,  aneurisms, 
degeneration  of  l)lood- vessels  (Fig.  Ifi),  etc.,  may  lead  to  local  atrophy. 

Neurotic  Atrophy.— While  it  is  difficult  to  dissociate  the  direct  tro- 
phic influence  of  the  nerves  upon  tissues  from  the  accompanying  loss  of 
function  and  interference  with  vascular  supply,  there  appear  to  be 
cases  of  atrophy  from  neurotrophic  influences.  Atrophy  of  one  side  of 
the  face  in  lesions  of  the  trigeminus  and  in  certain  cerebral  lesions, 
wasting  of  the  associated  muscles  in  destruction  of  the  anterior  cornua 
of  the  spinal  cord,  are  examples. 

Degeneration. 

AI.BtTUINOVS  DEQENERATION  (Cloudy  Swelling,  ParsnchTmatouB 
De genera, tion,  Acute  De^ueratiou,  Oraaular  Degeneration). 

Under  a  \aiiet\  of  (onditions  in  \vhi(h  Iheic  h  i  distuil)m(eof  cell 
metabolism  but  eipecialh  often  m  mfcitinus  diseTic?  ind  in  mtoxica- 
tinns  when  poiMUinus  substances  come  in  ((mt^ct  with  the  tissues,  the 
cells  nf  the  bod\  show  in  ici  umul  vlion  in  the  t\toplism  of  ithuminous 
granules,  of  \iriou-  sizes  and  foims  While  bi«  teriil  toxins  ire  tommon 
excitants  of  this  ^hinge  other\e^etable  to\ins  such  as  abrin  and  ricin. 


.>^ 


in  degree  and  is  most  marked  in  tlic  largMt  tubule  above 


or  mineral  poisons,  corrosive  sublimate,  may  induce  it.    This  is  a  type  of 
cell  degeneration  which  is  so  often  associated  with   infectious  diseases  . 
and  certain  phases  of  inflammation  that  it  is  sometimes  regarded  as  a 
part   of   the  inflammatory   process.     The   cells   in   this   condition    are 
usually  swollen  and  are  more  opaque  than  normal,  the  nucleus  being 
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somewhat  concealed  in  the  granules  when  these  are  numerous  (Fig.  17). 
The  albuminous  granules  in  the  cells  are  soluble  in  dilute  acetic  acid,  but 
not  in  ether,  being  thus  distinguished  from  fat. 

While  all  the  cells  of  the  body  are  subject  to  this  phase  of  proto- 
plasmic degeneration,  it  is  most  pronounced  and  frequent  in  the  paren- 
chyma cells  of  the  liver  and  kidney,  in  muscle,  in  epithelial  cells  of  the 
mucous  membranes.  These  are,  it  will  be  seen,  cells  which  have  a  large 
amount  of  cytoplasm  and  in  which  metabolism  is  active  and  the  exi- 
gencies of  nutrition  are  imperative.  The  alterations  in  the  ganglion 
cells  of  the  central  nervous  svstem  in  infectious  diseases  and  in  various 
forms  of  intoxication  are  somewhat  dififeront  from  those  occurring  in 
other  parenchyma  cells  and  will  be  descril>ed  in  the  section  devoted  to 
the  Brain  and  Spinal  Cord. 

Cells  in  a  condition  of  albuminous  degeneration  may  return  to  their 
normal  state,  they  may  become  fatty,  or  they  may  die,  become  necrotic, 
and  disintegrate. 

The  liver,  kidney,  muscle,  mucous  membranes,  etc.,  when  in  this  con- 
dition, are  often  swollen  and  in  gross  appearance  more  opaque  and  gray 
than  when  normal. 

The  exact  chemical  nature  of  this  degenerative  process  is  obscure 
and  will  doubtless  remain  so  until  we  know  much  more  than  we  now 
do  of  cell  structure  and  cell  metabolism.* 

Technique. — The  microscopical  study  of  this  lesion  Ls  host  made  in  fresh  frozen 
sections  of  the  tissue,  hy  the  mpid  formalin  method,  pagi*  976;  or  in  fresh  tissue  t^^ased 
in  one-half-per-cent  salt  solution. 

FATTY  DEGENERATION  AND  FATTY  INFILTRATION. 

Gkneral  Considkkations. 

It  should  be  rememl^ered  that  besides  the  occurrence  of  fat  cells  in 
fat  tissue  and  in  the  interstitial  tissue  of  various  organs,  the  accumulation 
of  fat  in  certain  epithelial  cells  is  physiological,  as  in  the  functional 
processes  of  the  mammary  and  sebaceous  glands.  In  the  involution 
of  the  uterus — also  a  physiological  process — extensive  fatty  metamor- 
phosis of  cell  protoplasm  occurs. 

It  is  customary  and  convenient,  in  considering  the  abnormal  accu- 
mulation of  fat  in  the  tissues,  to  assume  that  in  one  set  of  cases — fatty 
degeneration — the  fat  is  formed  by  a  retrograde  metamorphosis  or  degen- 
eration of  the  proteid  elements  of  protoplasm,  a  process  by  which  the 
integrity  and  capacity  of  the  cell  are  compromised,  while  in  the  other — 
fatty  infiltration — it  may  be  due  to  a  simple  accumulation  in  the  cell  of 
fat  formed  elsewhere — a  condition  of  less  significance. 

The  validity  of  this  assumption  has  of  late  been  called  in  question. 
It  involves  in  large  measure  the  solution  of  the  physiological  problem 
whether  normally  the  fat  in  the  body  is  formed  from  proteids  or  from 
carbohydrates.     Concerning  this  many  experiments  and  much  argument 

^  For  a  Htudy  of  albuiuinous  degeneration  see  Albrccht,  Verb.  Deutscli.  Piitli.  (Jos., 
Bd.  vi.,  p.  63,  1903. 
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have  been  made  ';  but  it  appears  not  yet  to  be  solved.  The  traditional 
distinction  between  fatty  degeneration  and  fatty  infiltration  will  there- 
fore be  made  here,  with  such  modiiications  and  reserve  as  are  fitting  in 
view  of  our  lack  of  knowledge. 

There  is  apparently  a  certain  amount  of  fat  or  closely  related  sub- 
stances in  the  cytoplasm  of  many  cells  not  demonstrable  morphologically. 
Similarly  there  is  fat  in  the  blood  which  may  be  conveyed  to  cells. 
Under  normal  conditions  these  forms  of  fat  enter  into  the  metabolism  of 
the  cells  and  are  used  up. 

We  might  perhaps  wisely  adopt  the  conception  of  Ribbert  that  fatty 
degeneration  is  a  condition  in  which  the  involved  cells  are  so  damaged 
through  various  harmful  agencies  that  the  fat  which  they  may  normally 
contain,  but  which  is  invisible  in  their  cytoplasm,  or  fat  taken  into  the 
cell  from  without,  or  fat  formed  in  the  cell  metabolism,  is  not  properly 
metamorphosed — burned — but  accumulates  in  droplets  in  the  cell 
body. 

Fattv  Dkrknkration. 

In  fatty  degeneration  there  is  an  accumulation  of  larger  and  smaller 
droplets  of  fat  in  the  cell,  sometimes  so  slight  as  to  be  scarcely  visible, 
sometimes  so  great  as  largely  to  replace  the  protoplasm,  crowding  the 
nucleus  to  one  side.  These  strongly  refractile  fat  droplets  are  not 
changed  by  dilute  acetic  acid.     They  are  soluble  in  ether,  and  when  fresh 


are  stained  black  by  osmic  acid  (Fig.  18)  or  red  (Fig.  19)  by  Sudan  III 
or  Scharlach  R  (see  technique  below).  Not  infrequently,  feathery  clus- 
ters of  delicate  fat  crystals  are  present  in  the  cells.  Cells  in  exces- 
sive fatty  degeneration  may  disintegrate,  forming  an  oily  detritus  in 
which,  especially  when  much  moisture  is  present,  cholesterin  crystals 
may  form  by  decomposition  of  the  faf. 

'  For  a  critical  suminaTy  of  Ihis  question  see  Tnt/ior,  American  Journal  of  (lie  Medical 
Sciences,  vol.  exvii.,  p.  569,  1809.  For  a  study  of  ihc  rfile  of  soluble  »wip«  in  formation  of 
fat  in  cells  see  KloU,  Jour.  Exp.  Hed.,  vol.  vii..  p.  670.  See  also  ref.  to  Albrechl.  foot-nole 
p.  40,  For  a  study  of  myelogeDous  substances  in  cells  see  Albrechl,  Verb.  Deutsch.  Pstlu 
Ces.,  BU.  vi„  p.  95,  1903. 
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To  the  naked  eye.  organs  in  a  condition  of  marked  fatty  degeneration 
are  usually  hirger  and  softer  than  normal,  have  a  grayish-yellow  color  or 
are  mottled  with  yellowish  streaks  or  patthes,  and  the  normal  markings 
of  cut  surfaces  are  more  or  less  obscured. 

Fatty  degeneration  may  l»e  associated  with  or  may  follow  albuminous 
degeneration  and  may  occur  under  similar  general  conditions,  as  in 
infections,  poisoning,  etc.     It  is  often  associated  with  the  processes  of 


'trees' ik'.-  -I   ■»•-.%.■»■■      ,'/•*•.  Sa, 


necrosis  and  disintegration  in  dead  cells  ami  dead  tissue.  It  may  be 
due  to  local  or  general  distil rliances  of  nutrition,  from  a  great  variety  of 
causes — disturbances  which  either  directly  affeit  the  life  processes  of 
the  cells  themselves  or  which  produce  alterations  in  their  nutritive  sup- 
ply. In  addition  to  its  local  occurrence,  as  a  result  o'  local  disturbances 
of  circulation  in  the  vicinity  of  inflammations  or  in  tumors,  etc.,  it  is 
apt  to  occur  in  the  liver,  heart  muscle,  and  kidney  in  chronic  exhausting 
di.seases  and  in  conditions  and  diseases  to  which  profound  nna-mia  is  in- 
cident, in  senility,  or  as  the  result  of  the  action  of  certain  poisons,  such  as 
phosphorus  and  arsenic' 

The  function  of  the  cell  in  fatty  degeneration  may  be  greatly  impaired, 
as  in  fatty  degeneration  of  the  heart  muscle.     On  the  other  hand,  in  the 

landotliFmiM 
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liver  and  kidney,  the  function  of  the  organ  may  not  apparently  suffer  even 
with  marked  degrees  of  the  lesion.  The  cell  may  recover  if  the  lesion 
be  not  too  profound. 

Fattv  Infiltration-. 

This  is  of  common  occurrence  under  normal  as  well  as  pathological 
conditions.  The  fat  is  believed  to  originate  outside  of  the  cells,  accumu- 
lating in  them,  and  inducing  a  passive  atrophy  of  the  cytoplasm.  Cells 
in  a  condition  of  abnormal  fatty  infiltration  are  scarcely  to  be  distin- 
guished morphologically  from  those  involved  in  fatty  degeneration. 
The  presence  in  the  cells  of  large  or  small  droplets  of  fat,  without  marks 
of  degeneration  in  the  remaining  protoplasm,  has'  been  regarded  as 
distinctive  of  infiltration. 

In  some  phases  of  fatty  infiltration,  as  in  the  heart  (Fig.  20)  or  the 
pancreas  for  example,  the  fat  accumulates  in  the  cells  of  the  interstitial 
connective  tissue  in  a  manner  identical  with  that  in  which  the  normal 
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t}o.  20,— Fatty  iNriLTHi-no.-j  of  the  Heabt. 

The  fat  cell*  have  accumulated  Muren  the  muscle  cells  of  Ihe  heart,  and  not  urilhia 

them  as  in  fatty  degeneration. 

panniculus  adiposus  is  formed.  The  heart  muscle  or  the  gland  cells  are, 
under  such  conditions,  affected  secondarily  through  pressure  atrophy  ' 
•from  the  accumulated  fat.  It  should  be  remembered  that  fatty  infiltra- 
tion and  fatty  degeneration  may  occur  simultaneously.  When  fat  pro- 
duction or  fat  storage  is  largely  in  excess  of  fat  consumption,  from  either 
local  or  general  causes,  the  condition  is  called  lipomatosis. 

Technique, — Fatty  tissues  may  be  teased  fresh  in  salt  solution;  or  they  may  be 
hardened  in  FlemminR's  osmic-acid  solution  (seepage  P78!  in  preparation  for  sect  ion  infr. 
Hardening  in  Orth's  fluid  and  attemard  in  alcohol  gives  Rood  results  if  the  lesion  be 
extenaivc.    In  tissues  which  have  been  soaked  in  alcohol  without  previous  fixation  of 


44  ATROPHY,    DEGENERATION,   PIGMENTATION,    AND    NECROSIS 

the  fat,  the  latter  is  no  longer  present,  its  former  seat  being  indicated  by  clear  spaces 
filled  with  the  mounting  medium.  Fat  crystab,  however,  often  persist  after  prolonged 
soaking  in  alcohol. 

Sudan  III  and  Scharlach  R  are  \'aluable  stains  for  fat,  the  latter  taking  on  an 
orange  or  red  color.     The  following  method  is  recommended  for  this  purpose. 

Smears  of  exudates,  scrapings,  etc..  may  be  made  on  a  slide  and  fixed  in  from  fixne 
to  ten  minutes  in  the  vapor  of  formaldehyde.  Stain  in  a  saturated,  filtered,  seventy- 
per-cent  alcoholic  solution  of  Sudan  III  for  fiftet»n  to  twenty  minutes.  Wash  quickly 
in  fifty -per-cent  alcohol  and  transfer  to  water.  Counterstain  in  ha^matoxylin  or  methyl- 
ene blue.  Mount  in  glycerin.  Herxheimer*  recommends  the  solution  of  Scharlach  R 
to  saturation  in  equal  parts  of  acetone  and  seventy-per-cent  alcohol,  differentiating 
in  seventy-per-cent  alcohol. 

Sections. — Frozen  sections  of  fresh  tissue  or  tissue  hardened  in  formalin  are  placed 
for  a  few  seconds  in  fifty-pt^r-cent  alcohol.  Stain  for  fifteen  minutes  or  longer  in 
Sudan  III  or  Scharlach  R.  Wa.sh  quickly  in  fifty-pt»r-cent  alcohol.  Rinse  in  water. 
Counterstain  in  ha»matoxylin.  Mount  in  glycerin.  Conduct  the  stainings  in  covered 
dishes  to  avoid  a  precipitation  of  the  stain  by  evaporation. 2 

GLTCOGEN  INFILTBATION. 

Glycogen  appears  under  ahnormal  conditions  in  the  cells  as  hyaline, 
mostly  globular  masses  of  varying  size  (Fig.  21).     It  is  soluble  in  water, 

is  stained  brownish-red  bv  io- 
dine,  and  does  not  assume  a 
<rreenish  color  bv  the  further 
addition  of  sulphuric  acid.  In 
diabetes  it  may  occur  in  large 
quantities  in  the  liver  cells  and 
in  the  epithelial  cells  of  the 
.,      .,,      .,  J  ,,  uriniferous  tubules,  especiallv  in 

Fkj.  21. —  Glycockn  Infiltration  ok  Ki*i-  ^  "     . 

THKLiAL  Cells.  those  of    Henle's   loop,    and  in 

The  droplets  of  glycogen  are  8tainc<l  with  HKiin.        leUCOCVtes.       It      may    be    found 

in  fresh  pus  cells,  in  the  cells  of 
various  forms  of  tumors,  and  in  leucocytes  in  the  blood  in  leukaemia,  in 
chronic  diseases  of  the  gastro-intestinal  tract  in  children,  and  in  various 
acute  and  chronic  diseases. 

Technique. — If  the  tissue  to  be  examined  for  glycogen  l)e  fn*sh.  the  iodine  should 
be  used  in  solution  in  glycerin  (equal  part.s  of  bugol's  solution  and  glycerin),  in  order 
to  avoid  its  solution.  If  specimens  are  to  be  haidened,  this  should  be  done  in  absolute 
alcohol  to  avoid  the  solution  of  the  glycogen.  Sections  may  he  stained  with  picro-cu;id 
fuchsin  (Van  Gieson's  stain)  or  with  a  dilute  solution  of  iodine  in  alcohol  (tincture 
iodine  1  part,  absolute  alcohol  4  parts),  cleaR'd  up  and  studied  in  oil  of  origanum. 


SEROUS  INTILTBATION  OF  CELLS  (Hydropic  Degreneration, 

Vacuolization ) . 

Under  many  pathological  conditions,  cells,  especially  those  of  mucous 
membranes,  glands,  muscles,  tumors,  etc.,  contain  one  or  more  larger  or 
smaller  droplets  of  clear  fluid  (Fig.  22).     The  cell  may  thus  be  distended. 

1  Herxheimer,  Cbl.  Allg.  Path..  Hd.  xiv.,  p.  841.  1903. 

2  For  method  of  staining  fat-acid  crvstals  see  MaUon/  an<l  Wright's  "  Path.  Tech- 
nique," 1904,  p.  3as. 
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These  droplets  are  usuall}'  extra-nuclear  and  may  crowd  the  nucleus  to 
one  side  of  the  cell.  The  nature  and  source  of  this  accumulated  fluid  are 
not  definitely  known.  Its  transparent  appearance  in  the  granular  pro- 
toplasm has  given  rise  to  the  term  **  vacuole."  It  may  be  associated 
with  general  tissue  oedema,  with  inflammatory  and  degenerative  proc- 
esses, etc. 

Mucous  and  Colloid  Degeneration. 

There  is  a  group  of  closely  related  glyco-proteid  substances  which 
it  was  formerly  thought  practicable  to  distinguish  by  simple  chemical 
tests  especially  relating  to  solubility.  Among  these  are  the  so-called 
mucin    and   colloid.     The  simplicity   of    the   earlier   distinctions   has, 


Fio.  22. — Serous  Infil- 
tration OF  Epithelial 
Cells. 


Fio.  23. — Mucous  Degeneration  of  Epithe 

LiAL  Cells. 

From  a  cvst-adenoma  of  the  ovarv. 


however,  not  been  justified  by  more  modern  research,  so  that  the 
separation  of  mucoid  and  colloid  degeneration  along  the  old  lines  does 
not  express  very  definite  chemical  knowledge.  It  will,  however,  be 
convenient,  while  awaiting  light  from  the  chemist,  to  maintain  the  old 
distinctions  between  mucous  and  colloid  degeneration,  unstable  as  are 
the  foundations  on  which  thev  rest. 


MUCOUS  DEGENERA.TION. 

Mucous  degeneration  may  occur  in  cells  or  in  intercellular  substance. 
When  occurring  in  cells  it  consists,  under  pathological  as  under  normal 
conditions,  of  the  transformation  of  the  protoplasm  into  a  translucent, 
ropy,  semi-fluid  material,  occupying  more  space  than  the  unaltered  pro- 
toplasm, and  hence  causing  a  swelling  of  the  cells  (Fig.  23).  The  dis- 
tention of  cylindrical  epithelium  by  the  accumulation  of  mucus  in  the 
outer  portion  of  the  cell,  with  the  crowding  of  the  nucleus  and  the  rem- 
nant of  the  cytoplasm  toward  the  base,  often  gives  the  cells  the  shape  of 
a  goblet  or  beaker  (Fig.  24).  Hence  the  name  *'  beaker  cells,''  often 
applied  to  them.  This  appearance  is  especially  well  marked  when  the 
mucinogenous  contents  of  the  cell  have  been  discharged  from  the  free 
end. 


46 


ATROPHY,     DEGENERATION,    1-1 G MENTATION,    AND    NECROSIS 


Mucin  may  collect  in  small  transparent  droplets  within  cells  or  may 
SO  distend  them  as  to  form  a  globular  body  with  a  scarcely  visible  remnant 
of  nucleus  or  cytoplasm.  The  cells  may  be  totally  destroyed  by  the 
accumulation  of  the  nnicoid  material  within  thorn.  This  new-formed 
material  contains  mucin  in  solution,  whith  is  precipitated  by  acetic 
acid.     It  oicurs  under  a  variety  of  condition,";,  sometimes  as  an  abnormal 


iVT 


increase  of  a  normal  function  of  ceils,  as  in  many  catarrh.s,  sometimes  a:* 
an  entirely  almormaJ  transformation. 

In  certain  cases,  as  in  many  tumors,  in  ei»rtil:iKe,  bone,  and  other 
tissues,  the  intercellular  sulistatice  may  undergo  conversion  into  mucin- 
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containint;  nialeriid,  losing  almost  entirely  its  original  stniclure  (Fig. 
25).  The  cells  in  such  cases  may  be  affected  oidy  secomhirily  by  the 
pressure  which  the  new-fonne'l  material  exerrs  upon  them. 

'r»'KNturE. — Tissues  Hhould  U;  hurdi'iu'd  in  (Irth'u  fluid  or  fiiniialiri   fulluncd  l>y 
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alcohol;  the  sections  are  stained  with  picro-acid  fuchsin  or  with  hsematoxylin,  which 
colors  the  mucin-containing  portions.     Fresh  mucus  is  stained  by  thionin. 

COLLOID  DEGENERATION. 

This  is  very  closely  allied,  both  in  chemical  and  morphological  char- 
acters, to  mucous  degeneration,  and  in  many  cases  there  is  no  definite 
microscopic  distinction  between  them.  But  colloid  material,  which  is 
normally  present  in  the  thyroid,  is  firmer  and  more  consistent  than  mu- 
cus, does  not  yield  a  precipitate  on  addition  of  acetic  acid  or  alcohol, 
and  its  formation  is  usually  confined  to  cells;  not  involving  intercellular 
substance,  except  by  an  atrophy  which  its  accumulation  sometimes  in- 
duces. The  cells  may  contain  larger  and  smaller  droplets  of  colloid  ma- 
terial, or  the  latter  may  nearly  or  entirely  replace  the  protoplasm  and 
accumulate  to  such  an  extent  as  to  cause  rupture  and  destruction  of  the 
cell.  In  this  way,  and  by  the  atrophy  of  intercellular  substance  which 
its  accumulation  causes,  cysts  may  be  formed  containing  colloid  material 
and  cell  detritus.  Colloid  degeneration  is  of  most  frequent  occurrence 
in  the  thyroid  gland.  A  material  resembling,  if  not  identical  with,  col- 
loid is  occasionally  seen  in  the  form  of  homogeneous  glolmles  in  the  tu- 
bules of  kidneys  which  are  the  seat  of  other  lesions,  in  the  hypophysis,  and 
in  various  tumors. 

Technique. — Tissues  should  be  hardened  in  formalin  or  Orth's  fluid,  and  stained 
with  picro-acid  fuchsin. 

Hyaline  Substances. 

Under  a  variety  of  conditions  there  are  deposited  in  the  tissues  homo- 
geneous proteid  substances  whose  origin  and  nature  are  still  obscure. 
Sometimes  they  are  very  abundant  and  seriously  interfere  with  the  func- 
tion of  the  organs  in  which  they  occur.  But  frequently  they  are  present 
in  small   amount  and,  with  or 

without    association  with  other  ^,  •  .^-^  •*' •  7  '  '  ""\***^«^  •— 'c'- 

processes,  seem  to  be  of  slight  5 /"f  ^  '*' *•'•'<**         '»#***-'^,'^^   ^*^ 

importance.       While    some    of  •^*/      ^      *^**-»  '    /"  'i/     \i'/   •    ; 

these  are  characteristic   in  ap-  ^^/J     //       i*  '  .  ^  y'  V^     }^^  y  ** 

pearance  and  in  the  conditions  #'/   //     /-,  \„^  *l\?'*      /,/ 

under  which  they  occur  and  give  '♦         **-*v       •'' *^     ''V'    *•'*/''"•*> 

definite  gross  and  micro-chemi-  '♦   *^  **^*  • '^•'Sr'***"    *^        '.'*'''    f/ 

cal    reactions,    others   seem    at  i.,y*  *•/,  ,    ••"/'%  ^    '/,    /   »i 

present  to  have  no  definite  re-  'l;'     ^>  ■   ^^^  ^  .y    '*,*        A.    i  »/ 
actions  and  appearances,  except  '.  ^     ^'/•v  ^*  -'^- •*-•'?''-'-" 

the      homogeneous      character 

,  .    ,     ,1  11     ,  Fig.  26. — Hyaline  Degeneration  in  the 

which  they  all  share.  Walls  of   Small  Blood-vessels. 

One  of  these  substances,  am\J'  From  a  sarcoma. 

loid.  can  be  definitelv  differen- 

tiated  by  its  appearance,  color  reactions,  and  the  conditions  under  which 
it  occurs.  Another,  hyaline  substance,  while  less  individualized  than  amy- 
loid, is  conveniently  considered  for  the  present  as  a  definite  material. 
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The   remainder  of  the   homogeneous  substances   cannot    be    classified 
now  and  are  probably  of  diverse  origin  and  composition. 

HYALINE    DEGENSBATION. 

This  is  the  transformation  of  tissues  into  a  transparent,  glassy  sub- 
stance, much  resembling  amyloid  in  its  morphological  characters  (Fig. 
26) ;  but  it  does  not  give  the  micro-chemical  reactions  of  amyloid,  and 
appears  under  different  conditions. 

Hvaline  substance  is  resistant  to  the  action  of  acids,  and  stains 
readily  with  acid  fuchsin  and  eosin.     It  occurs  especially  in  the  walls  of 

the  smaller    blood-vessels    in   various 
parts  of  the  body,  in  voluntary  muscle 
fibres,  and  sometimes  involves  inter- 
I  /"f  /         stitial  tissue.     It  has  been  descril>ed  as 

V  ( /  Ji  \        occurring   in   the  brain,  the  reticular 

\         W        /^    \       tissue  of  lymph  nodes,  and  in  the  ova- 
^   r^*^  \     I   /       I        nes;    in  the  membrana  propria  of  the 

tubules  of  the  kidney  and  in  Bowman's 
capsule;  in  the  walls  of  aneurisms,  in 
the  lesions  of  diphtheria,  tuberculosis, 
and  syphilis;  in  the  hyaloid  membrane 
and  vessels  of  the  eye,  and  elsewhere. 
It  occurs  in  the  unstriated  muscle 
fibres  in  infection  of  the  uterus  during 
pregnancy  (Fig.  27).  It  is  believed 
that  fil)rin,  blood  plates,  and  leuco- 
cytes may  undergo  hyaline  degenera- 
tion, and  in  the  form  of  so-called  hyaline  thromiu  this  substance 
may  block  the  capillaries  in  many  infectious  diseases — typhoid  fever, 
pneumonia,  diphtheria,  pytrmia,  etc. — and  under  other  conditions 
(see  p.  26). 

Hvaline  substance  is  not  uncommon  in  coarse  trabeculje  or  in  masses 
as  an  apparent  modification  of  fibrin  in  inflammatory  exudates  and  in 
thrombi.     Hyaline  casts  are  common  in  the  kidney  tubules* 

TECHN'iQrE. — Hardoning  in  alcohol.  Orth's  fluid,  or  formalin.  Staining  by  picro- 
acid  fuchsin  or  bv  hjpniatoxvlin  and  oosin. 
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Fi<;.  27.  —  Hvaline  Decenkration 

OF    MVHC'LK    CkLLH. 

Infection  of  pn»gnant  utorus. 


AMYLOID  DEGENEBATION  (Waxy  or  Lardaceous  Degreneration). 

This  is  a  process  by  which  the  basement  substance  of  various  forms 
of  connective  tissue,  and  especially  the  walls  of  the  blood-vessels,  become 
swollen  and  thickened  by  their  conversion  into  a  translucent,  firm, 
glassy,  colorless  material,  albuminous  in  character.  For  the  micro- 
chemical   reactions  of  amyloid  substance  see  below  under   Technique. 


1  Consult  for  bibliography  of  studies  on  liyaline  degeneration  Lubarsch  and  Otttcrtag*9 
"  Ergebnisae  derallg.  path.  Morphologic  und  Physiologic,"  etc.,  Jahrg.  i.,  Abth.  i.,  1895,  p.  210. 
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This  albuminouB  material  may  be  present  in  the  tissues  in  such  small 
amount  as  to  be  recognizable  only  under  the  mlcroBCope,  or  it  may  be  so 
abundant  as  to  give  a  very  characteristic  appearance  to  the  tissue. 
Parts  in  which  the  lesion  is  marked  are  usually  enlarged,  and  some  organs, 
the  liver,  for  example,  may  reach  a  very  large  size.  Affected  parts 
contain  less  blood  and  feel  harder  than  normal,  and  have  a  peculiar 
shining  and  translucent  appearance  which  varies  in  character,  depending 
upon  the  extent  and  distribution  of  the  degenerated  areas  and  upon  its 
association  with  other  lesions,  such  as  fatty  degeneration.  It  most 
frequently  occurs  in  the  smaller  arteries  and  capillaries  (Fig,  28),  whose 


FlO.    28. — AhTLOIII    DEOENGIUTION    of   CaPH-LARY     BLOOIvVEHSELa    OP   A    GLOHERm.U8 

The  waxy  vessels  are  stained  pink  with  methyl  violet. 

lumen  is  encroached  upon  by  the  thickening  of  the  walls  which  the 
process  involves.  It  is  usually  the  media  and  intermediary  layers  of 
the  intima  which  are  earliest  and  most  extensively  affected.  The  change 
also  often  occurs  in  the  interstitial  connective  tissue  and  membranae 
propria  of  organs  and  in  reticular  connective  tissue.  It  does  not  affect 
the  parenchyma  cells  of  organs.  These,  however,  frequently  undergo 
atrophy  as  the  result  of  pressure  from  the  swollen,  degenerated  tissue. 

It  is  not  yet  known  whether  amyloid  degeneration  is  due  to  a  direct 
transformation  of  the  tissue,  or  is  an  infiltration  by  some  abnormal  ma- 
terial formed  elsewhere  and  brought  to  it,  or  is  derived  from  the  blood. 
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Amyloid  degeneration  occurs  most  frequently  :ind  abundantly  in 
the  liver,  spleen,  kidneys,  intestinal  canal,  and  lymph  nodes:  but  it  may 
occur,  usually  in  a  less  marked  degree,  in  other  parts  of  the  body:  in 
the  larger  blood-vessels,  in  the  interstitial  tissue  of  the  heart  and  mucous 
membranes  of  the  air  passajjes,  and  in  the  generative  organs.  It  may 
occur  locally  or  appear  in  various  parts  of  the  body  at  once.  It  most 
frequently  occurs  in  connection  witli  severe  wasting  diseases,  particu- 
larly in  those  involving  chronic  suppuration  and  ulceration,  especially  of 
the  bones.  It  is  common  in  tul>erculosis,  syphilis,  in  the  cachectic  con- 
dition induced  bv  maliirnant  tumors,  and  is  occasionally  seen  in  severe 
malarial  infection,  dvsenterv,  and  leukieniia.* 

Techniqi'k. — For  microscopical  cxaminatum.  the  tissue,  either  fresh  orafterpres- 
er\'ation,  should  U»  cut  into  thin  sections,  and  the.s<»  deeply  stauied  with  one-per-cent 
aqueous  solution  of  methyl  violet;  the  s«*ctions  an*  wa.shed  in  water  and  mounted  in 
glycerin.  The  diffen'ntiation  Ix'twtM^n  the  amyloid  and  other  parts  is  more  distinct  if, 
after  staining,  the  sp<»cimen  1m»  dipp<»d  for  an  instant  in  HCl  and  alcohol  1 :  100.  and  then 
carefully  rinsed,  Ix^fore  momiting  in  glyc<'rin.  The  degi»nerated  areas  are  thus  stained 
ro8e-n»d  (Fig.  18),  while  the  normal  tissue  eU'inents  have  a  hluish-violet  c*olor.     In  some 

cases,  for  n*asons  which  we  do  not  know,  the 
amvloid  substance  do<»s  not  show  a  well-marked 
reaction  with  methyl  violet.  For  the  detection  of 
amyloid  in  fit^sh  ti.ssues  by  the  iodin  reaction  see 

P- 

Corpora  nmijlacca  are  small,  spheroidal, 
homogeneous  or  lamellated  bodies  (Fig. 
29),  which  assume  a  bluish  color  on  treat- 
ment with  solution  of  iodin  or  iodin  and 
sulphuric  acid.  They  are  frequently  found 
in  the  acini  of  the  prostate  gland,  some- 
times in  large  numbers:  in  the  ependyma 
of  the  brain  and  cord:  also  in  extrava.sa- 
tions  of  blood  and  in  various  other  situations.  Thev  mav  occur  under 
normal  as  well  as  pathological  conditions,  and  are  apparently  of  little 
importance.  They  seem  to  have  notliiuir  to  do  with  amyloid  degener- 
ation, although  they  somewhat  resemble  its  prrniucts.  Some  of  the  tube 
casts  of  the  kidney  re.seml)le  in  many  respects  the  corpora  amylacea.' 


Fio.  29. — Corpora  Amylacea. 
From  prostate  gland. 


CALCABEOUS  INFILTRATION. 

There  is  in  this  condition  a  deposition,  either  in  cells  or  in  the  inter- 
cellular substance,  of  larger  and  smaller  granules  composed  chiefly  of 
phosphate  and  carbonate  of  calcium  (Fig.  'M)).  These  particles, 
when  abundant,  give  hardness,  brittleness.  and  a  whitish  appearance 
to  the  affected  tissue.     Under  the  microscope  they  appear  dark  by 

*  An  rxtendtnl  Btinly  of  amyloid  degenoration  may  Im»  found  in  a  monograph  by  H'lrA- 
mann,  Zifglor's  Beitrfige,  Bd.  xiii.,  p.  487.  ISO.'i. 

A  latrr  hibliography  with  a  summary  of  i*x}K.'riments  on  the  production  of  amyloid 
degeneration  in  animals  will  be  found  in  an  article  by  Maximou%  Virch.  .\n'h.,  B<i.  rliii., 
p.  3r>.3,   1898. 

'  For  a  study  of  \he  relationship  of  corpora  amyl»cc:<  to  Ainylf)id  subst.anccs,  s<»<»  Ophiils, 
Jour.  Exp.  Med.,  vol  ^•..  p.  Ill,  19(K).  bi}>l 
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transmitted,  white  and  glistening  by  reflected,  light.  In  htematoxylin 
stained  specimens,  the  tissue  about  the  lime  particles  and  masses  is 
apt  to  be  -deeply  and  diff'usely  colored.  Tissues  may  be  nearly  com- 
pletely permeated  with  salts,  or  the  latter  may  be  scattered  in  patches 
through  them  (Fig.  31).  Sometimes  large  lamellated  concretions  are 
formed  in  tissues,  usually  at  the  seat  of  some  old  inflammatory  process. 
Calcium  salts  may  be  deposited  under  abnormal  conditions  either  in 
tissues  or  in  the  retained  secretions  and  excretions  of  the  lx)dy.  In 
pathological  calcifications  they  are  retained,  not  in  the  diffuse  state  in 
which  they  exist  in  bone,  but  in  particles  or  clumps,  although  the  cal- 
cium compounds  are  essentially  the  same  under  both  the  normal  and 
the  pathological  conditions. 

Calcification  in  tissues  usually,  if  not  always,  occurs  in  parts  which 
are  dead  or  are  in  a  condition  of  reduced  vitality  as  a  result  of  some 


Fm.  30. — CwcincATHtn  of  Epithelial  Cells  or  the  Kidnev. 
This  in  following  BUblimate  poiiioninK.     Some  of  ihe  ceils  are  convcrteil  inlo  rounJetl, 
strongly  retr»clile  mBivim  of  lime  saltB.      In   otliprs   tlie   lime    it   in  the   fonii  of  granules 
within  the  ccIIh,     The  ralcifioil  parts  are  diffusely  stained  with  hvmBtoxylin. 

antecedent  abnormal  process,  as  a  rule  of  an  inflammaton,-  nature. 
Fatty  degeneration  of  cells  frequently  precedes  calcification.  Among 
the  most  common  and  important  examples  of  calcareous  degeneration 
may  l>e  mentioned  those  which  occur  in  the  valves  of  the  heart  inendo- 
rarditis  and  the  walls  of  the  blood-vessels  in  chronic  obliterat  ive  endarter- 
itis. It  occurs  in  ol<l  thrombi,  in  old  tuberculous  areas,  in  old  infarcts, 
in  long-retained  dead  frctuses,  in  cartilage,  in  ganglion  cells  in  old  age 
or  after  their  death  from  any  cause,  and  under  many  other  conditions. 
Calcification  of  the  epithelium  and  of  casts  in  the  kidney  occurs  after 
corrosive-sublimate  poisoning  in  man  (see  p.  305)  and  may  l>e  experi- 
mentally induced  in  animals.     As  examples  of  calcification  of  r 
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of  secretion  and  excretion  we  may  mention  tonsillar  calculi '  in  which 
masses  of  epithelial  cells,  bacteria,  etr,,  are  infiltrated  with  calcium 
salts.  Of  similar  character  are  the  preputial,  lironchial,  and  intestinal 
calculi,  and  calculi  in  the  ducts  of  various  glands:  and  calcification  in 
thrombi  and  other  fibrinous  structures. 

The  calcium  salts  are  derived  from  the  blood  jind  lymph  in  which 
they  are  held  in  solution.     The  rationale  of  their  deposition  in  damaged 


r  --:r-r-r||:r«)-n^r?-?y^/^^ 


ceils  and  tissues  is  not  yet  clear,  Ihounh  much  work  and  discus.sinn  have 
centred  in  the  problem.  The  presence  of  jjliosplionis  in  the  affected 
areas:  the  existence  of  fatly  acids  in  lells  and  tissues — since  fatty 
dpfjcneration  so  frc([uciiily  precedes  caliilication— with  which  the  cal- 
cium may  form  insolulile  soaps;  and  protcids  capable  of  uniting  with 
calcium,  have  all  l)ccn  urgeci  as  determining  factors.  We  cannot  enter 
here  upon  a  discussion  of  this  point.* 

TECHNHjfK. — The  cnrlmnftte  of  liiiic  dcposilcd  in  (lie 
acids  with  evolution  of  carbon ie-acid  K"-s.  Tliis  pm?ci« 
microscope  by  niiuiinn  five-ptT-ccnt  hydnichlonr  »riii 
unstuincd  scctionH;   the  giia  biibliica  un>  ruiiglit  an  ihi-y  < 


Iculi  a 


-rial  ol 


icm  [] 


flui<u. 

'  (-xOi»<iilt  WtiU.  "  I'utholt^iral  CBlritii'ntii.n,"  J.nir.  .Mill.  ItcH'i 
bibl.  Also,  fur  ■  Htuily  of  tin-  riAv  of  iUfrui>i)>k  Hoiipn  in  llic  foi 
calrarcouii  drfcmcmtion  s«c  Klofz.  "CnlciirHiiia  DpHcncratiim." 
1905.  p.  633,  BoU  vol.  \-iii..  lOOO.  p.  322. 


icH  \f,  diwiolvi>(l  by  dilute 
Ih-  oliwni-d  under  the 
T  the  covcr-nluua  upon 
('  In-iu-ath  Ihe  cover. 

reci|iitHtnl  from  the  body 
lifvmrwt  (miiicnllvoeeur. 
rcli.  vi.l.xiv.,l!Wir.;p.49l, 
nation  nf  rHl  fatH  and  in 
-ur.   Exp,  Mwi..  vol.  rii.. 
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Pigmentation. 

There  is  under  normal  conditions  a  certain  amount  of  pigment  in  the 
body — in  the  rete  Malpighi  of  the  skin,  in  the  eye,  in  muscle,  and  in 
fat.  This  pigment  is  elaborated  by  the  body  cells  and  may  vary  con- 
siderably in  amount. 

The  pigment  which  is  formed  under  pathological  conditions  may  be 
derived  from  the  blood — hccmaiogenous;  from  the  bile — hepatogenous;  or 
it  may  be  elaborated  by  various  cells  after  the  analogy  of  the  normal 
pigment — metabolic.  Finally,  pigment  may  be  introduced  into  the  body 
from  without  by  drugs,  in  tattooing,  or 
by  inhalation — extraneous.  The  pigment 
in  the  body,  of  whatever  origin,  may  Iw  in 
yellow,  brown,  black,  or  reddish  granules, 
or  in  crj'stailino  form.  It  is  often  depos- 
ited in  cells,  but  may  lie  free  in  the  inter- 
cellular substance.  It  is  often  transferred 
from  place  to  place  in  the  body.' 

H.KM.ATOOExors  PuiMKNT. — Hlood  pig- 
ment may  form  by  the  decompoiiition  of 
hsemoglobin  in  thrombi,  in  extravasated  or 
in  the  circulating  blood.  Under  these  con- 
ditions the  ha-moglobin  which  is  loosely 
associated  with  the  plasm  of' the  red  blood 

cells  readily  diffuses,  leavinj;  the    cells — so-  The  iron  pigment  is  colored  blue. 

called  "blood  shadows'— pale  and  almost     ti,h  «,«cimm  h  from  tl.c  lungs  of 

.   ...  ,  .        ,.   .'  ,  „,.  nn  employ^  in  the  Subwav  ID  New 

mvisible  and  prone  to  dismtegrule.     This      York  Citv. 

destrnclion  of  blood  cells  in  called  ha-mol>/- 

sis.     Hirmoglobin   in   solution   in   the   body    fluids  undergoes   various 

phases  of  decomposition  which  we  cannot  follow  in  detail  here.     One 

of  the  derivatives  or  groups  of  derivatives  of  the  h;«moglohin  is  called 

kcemosidenn. 

Hiemosiderin  usually  appears  in  the  form  of  brown  or  black  granules 
either  in  cells  or  free  in  the  ti.ssues.  It  is  the  usual  form  of  blood  pig- 
ment resulting  from  ha-molysis.  It  gives  the  microchemical  reaction 
for  iron.     For  this  test  for  iron  in  hemosiderin  see  foot-note  below.' 

A  further  common  decomposition  product  of  htcmoglobin  is  hama- 
toidin.  Hiematoidin  is  identical  in  chemical  composition  with  the  bile 
pigment,  bilirubin.     It  may  occur  as  red  rhombic  plates  or  acicular 

1  aw  .UkanitH.  Cbl.  f.  Patli.,  Sep.  71h,  1905,  p.  542. 

'  To  difierrul  ialc  free  iron  niid  ctrloin  of  rlii'  irori-foiilaiiiing  pipnentsof  tlic  liipnioaiderin 

atiueoun  solution  of  fcrrwyaiiiile  of  jiotawium.     Transfer  to  glycerin  containing  0,6  per  cent 
hyilrochloric  acid.      Under  lliese  conditiuns  the  iron  will  be  stained  blue  or  green isli-blue 

mixture  of  1  gram  each  of  ferro-  ami  fcrricyanitlr-  of  potassium  in  100  c.c,  of  water.     Transfer 
to  aciil  glycerin  as  aboi-e.      Contrast  stains  may  be  secureil  by  alum  carmine. 

There  are,  it  choulil  be  remembered,  certain  iron  compound* — the  Bo-called  "maakeil" 

For  a  rfttimf  of  thp  microchemical  reaclions  for  iron,  with  bibl.,  see  Tracjf,  Jour.  Med. 
Researeb,  vol.  iiv„  1905,  p.  I.      Abo,  Mann,  "  Phy>:iologicaI  Histology,"  1002.  p.  200. 
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crystals  or  as  granules  (Fig.  'SS).  It  does  not  contain  iron.  This 
is  the  form  of  blood  pigment  which  after  a  time  is  apt  to  form  at  the 
seat  of  old  haemorrhages  or  in  old  blood-clots,  thrombi,  etc.,  where  it 
may  persist  for  a  long  time. 

Red  blood  corpuscles  may  l)e  taken  up  by  various  forms  of  phagocytes, 
and  within  these  cells  the  decomposition  of  the  haemoglobin  may  lead 
to  their  pigmentation. 

Hjpmolysis  may  take  place  in  the  circulating  blood  in  many  forms 
of  poisoning,  in  acute  infections,  notably  in  malaria,  in  i>ernicious  ame- 
mia,  in  various  cachexiuN  etc.     The  hirmoglobin  thus  set   free  in  the 


•*»•*••% 


Fui.  3.S. — H.*:mat<><ikn<)US  Pigmknt.     H.«:matoii>in  Cryhtals  and  Mah8>:m  Frkk  a.nd 

WITHIN     l^KUCOCYTKK. 

body  fluids  may  be  eliminated  through  the  urine,  inducing  hajmo- 
globinuria:  it  may  be  used  by  the  liver  in  the  formation  of  bile;  or  it 
may  undergo  decomposition,  and  its  derivatives  may  be  deposited  in 
the  cells  of  various  organs  and  in  the  tissues  as  pigment  granules. 

A  condition  called  hamochromatosis  has  been  descri})ed,  in  which  a 
brown  pigment,  probably  derived  from  the  ha*mogIol)in  of  the  blood,  is 
deposited  in  various  tissues  of  the  ixxly.  The  organs  in  this  condition 
may  appear  notably  pigmented  on  gross  examination.  The  pigment 
particles  which  are  found  in  the  epithelial  cells  of  glands,  especially  of 
the  liver  and  pancreas,  contain  iron;  while  an  iron-free  pigment  may  be 
present  in  the  smooth  muscle  cells  of  the  gastro-intestinal  canal  and  of 
the  blood  and  lymph  vessels,  and  in  connective-tissue  cells.  This  pig- 
mentation is  commonlv  associated  with  cirrliosis  of  the  liver.  Ha*mo- 
chromatosis  mav  be  a.ssociated  with  ilia))etes  mellitus  and  cirrhosis  of 
the  liver,  together  with  pigmentation  of  the  skin — '*  bronze  skin/' 
The  conditions  leading  to  hamiochromatosis  are  still  obscure.* 

HnPAHx; KNOTS  Pkjmkxt. — Pigmentation  of  tissues  from  the  bile 
occurs  under  various  conditions.  The  bile  mav  enter  the  blood  and  tis- 
sue  fluids  in  obstruction  of  the  gall  ducts  by  inflammation,  tumors,  cal- 
culi, etc.  In  the  condition  called  jaundice  or  icterus  the  tissues  are 
stained  yellowish  or  yellowish-green  by  bile  pigment.  Icterus,  it  should 
be  remembered,  may  also  occur  in  infectious  diseases  and  in  toxaemia, 
under  conditions  which  lead  to  destruction  of  red  blood  cells  within  the 
vessels.  Bile  pigment  may  be  deposited  in  the  liver  and  elsewhere  in 
the  form  of  yellow  or  brow^n  granules. 

*  For  a  careful  study  of  hficmochromatosU,  with  bibliography,  see  (fpic,  Jour.  Exp. 
Med.,  vol.  iv,,  p.  279. 
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It  consists  largely  of  bilirubin,  a  substance  identical  with  hiema- 
toidin,  being  derived  from  hsemoglobin  througK  the  metabolism  of  the 
liver  cells. 

Ochronosis. — Under  conditions  which  are  as  yet  little  understood, 
minute,  iron-free,  gray  or  black  granules  of  pigment  which  may  be  called 


melanotic  are  deposited  especially  in  cartilage  but  also  in  other  con- 
nective tissues.  Melanuria  may  accompany  this  form  of  tissue  pig- 
mentation.    This  condition  has  !)een  called  ochronosis.' 

Metaholic    Pigmknt. — Pigments    called    melanin^,  and    probably 
derived  from  albumins,  mav  l>e  elaborated  bv  various   forms  of   cells. 


by  processes  apparently  somewhat  analogous  with  those  concerned  in 
normal  pigmentation,'  This  is  exemplified  in  melanotic  tumors  (Fig, 
34),  most  frequently  of  the  choroid  and  t  he  skin,  and  possibly  in  t  he  bronze 
skin  of  Addison's  disease. 

Pigment  whose  nature  is  not  very  clearly  defined  may  form  in  the 
smooth  muscle  tissue  of  the  gastro-intestinal  walls,  in  various  cachexia, 

'ForBBtudyoroctirononiflHPePujt,  Bcrl.  klin.  Woch.,  1906,  pp.  478, ,'>00.  556,591. 

'  For  a  Btudv  of  the  imture  of  skin  pigment  consult  Abfl  ami  Darit,  .loumat  of  Ex|>cri- 
mental  Medicine!  vol.  i,.  p.  361,  1S96;  t,\M,  ChiUenAm  anil  .4Hn-..,  American  Joiinia!  of  Pliysi- 
ology,  vol.  ii..  p,  291,  1S90.      Alxo -Uann,  "ClicmUtr)- of  the  Proteids,"  10U6.  p.  580. 
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in  the  heart  niuscle,  in  the  so-called  "  brown  atropliy,"  anil,  under  certain 
conditions,  in  the  liver. 

ExTRANKOis  Pigment. — As  examples  of  pigment  introduced  into 
the  body  from  without,  we  may  mention  the  deposition  of  minute  par- 
ticles of  silver  from  the  internal  use  of  silver  salts — argyria;  the  coloring 
of  the  skin  and  lymph  glands  from  tattooing;  and  especially  the  pig- 
mentation of  the  lungs  and  bronchial  glands  from  the  inhalation  of 
coal  and  other  dust — fTncumoMkoniosis  (Fig.  'Ao).  This  is  universally 
present  under  the  conditions  of  indoor  life  which  modem  civilization 
imposes.  Such  pigment  may  l>e  brown  or  Mack,  and  is  usually  in  very 
small  particles  within  cells  or  in  the  intercellular  stroma. 

Necrosis^ 

Necrosis  is  the  death  of  a  circumscribed  portion  of  tissue  in  the 
living  body.  It  may  be  the  result  of  insufficient  nutriliim  from  cutting 
off  the  blood  supply,  as  by  embolism.  thninilMisis,  ligature,  pressure,  etc.; 
or  it  may  depend  upon  the  action  of  destructive  chemical  agents,  ex- 
treme degrees  of  temperature,  the  Roentgen  rays  and  radium.  It  may 
be  due  to  bacterial  toxins  or  to  toxins  formed  by  the  animal  tissues; 
to  nerve  lesions  leading  to  trophic  disturbances;  or  to  mechanical 
injury. 

Defective  nutrition  of  the  body  in  various  acute  and  chriiuic  dis- 
eases disposes  the  individual  to  local  necrosis  when  subjected  to  any 


they 


of  the  direct  agencies  ju.st  enumerated.  The  general  appearance  of 
dead  tissue  varies  greatly.  In  some  cases  there  is  a  simple  and  gradual 
disintegration  and  softening  of  tlie  tissue,  resulting  in  a  mass  of  de- 
generated cells  and  cell  detritus,  with  more  or  less  fluid  and  various 
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chemical  substances  arising  from  decomposition.  The  softening  of  the 
brain  in  embolism  is  an  example  of  simple  necrotic  softening — liquefac- 
tion necrosis.  In  some  cases  the  dead  tissues  merely  dry  and  shrivel 
gradually  and  become  hard  and  dark-colored. 

In  another  class  of  cases  the  dead  tissues  are  permeated  by  fluids 
which  may  be  dark  red  in  color,  from  the  solution  of  coloring  matter 
from  the  blood,  and  may  contain  bacteria  which  induce  putrefaction, 
with  the  production  of  gases  and  various  new  chemical  substances.     The 


tissues  become  swollen  and  granular,  and  disintegrate;  and  finally  the 
whole  may  form  a  mass  of  irregular  granules,  with  fat  droplets,  tyrosin, 
leucin,  and  various  forms  of  crystals,  shreds  of  the  more  resistant  kinds 
of  tissue,  and  bacteria. 

The  death  of  cells  is  marked  by  cessation  of  function  and  by  certain 
morphological  and  chemical  alterations  of  the  body  and  the  nucleus. 
As  a  rule  the  highly  specialized  cells,  such  as  the  functional  cells  of  the 
brain,  liver,  and  kidney,  are  most  vulnerable  in  the  presence  of  harm- 
ful conditions. 

There  is  at  first  no  evident  morphologi<'al  difference  between  dead 
cells  and  hving  cells.  But  very  soon  in  the  former,  changes  occur.  The 
cytoplasm  may  swell  and  become  homogeneous  from  imbibition  of  fluids; 
or,  on  the  other  hand,  it  may  become  more  coarsely  granular.  The 
nucleus  stains  less  deeply  or  not  at  all  with  hiematoxylin  or  other  nuclear 
dyes  (Fig.  36),  owing  to  the  disappearance  of  the  chromatin  which 
seems  to  dissolve  in  the  tissue  juices;  this  is  called  karyolysis.  Some- 
times, however,  the  chromatin  does  not  dissolve,  or  only  partially  disap- 
pears, the  remainder  breaking  up  into  irregular,  more  or  less  deeply 
staining  granules.  This  is  called  karyorrhexis.  The  nuclei  of  cells 
which  are  undergoing  regressive  processes  or  dying  may  become  smaller 
and  denser  than  normal  and  stain  more  deeply;  this  is  called  pycnosis. 
Presently  the  cell  body  may  contain  fat  droplets,  or  without  this  it  mav 
disintegrate. 
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Ganiikknk. — When  death  of  a  consitlirnible  mass  of  tissue  occura,  and 
this  either  dries,  a:^  is  possihle  on  the  Htirfucf  of  the  biidy,  or  is  associated 
with  putrefaction  in  the  tisane,  the  condition  is  called  yunyrcne.  The 
involveil  part,  when  on  the  surface  of  llio  Ixxly,  may  dry  and  l>ecome 
hard  ami  hniwn  or  black — inuinmi/icatinn.  or  dry  gangrene'  (Fiji.  37). 
On  the  other  hand  it  nuiy,  when  putrefactive  hactcria  are  present,  in 
a<hliti()n  io  its  discoloration,  become  soft  and  infiltrated  with  foul- 
^mollint;  trascs — inoii>t  noiu/rene.  If  the  affected  part  be  comparatively 
bloodless,  ihe  dis(  ohiratlon,  which  is  larjrely  due  to  decomposition  of  the 
blond  picnient,  may  lie  absi-nl.' 

F'in.A[.  Nkihosis. — Necrosis  involvinf;  a  small  circnniscribe<l  area  of 
tissue,  sui'h  as  is  fre(|uent  in  toxa'mia.  it  called  Joeiii  ntxrosis,  p. 

I'uKKATiox. — Xecnisis  with  erosion  involving  the  surface  of  the 
skin  or  of  the  mucous  or  sei-oiis  membranes  is  called  an  ulnr.  An  ulcer 
may  he  necrotic  in  origin,  from  the  cutting  off  of  nutrition  in  a  circum- 
scribed area,  as  in  some  forms  of  jiastric  ulcer.  This  may  be  associated 
with  reactive  inflammatory  processes  whiih  tend  to  promote  repair.  On 
the  other  hand,  the  process  may  be  i  n  flam  mat  orj'  in  orifpn,  death  of 
tissue  followin(j. 

CoACULATiox  Ni-;<'Hosi«. — If  dead  areas  of  tissue  (whether  this  con- 
dition be  due  to  mechanical  injury,  to  disturbances  of  mitritlon,  or  to 
the  local  action  of  bacterial  or  other  poi- 
sons* contain  the  siib.stances  necessar>'  for 
the  coagulation  of  their  albuminous  con- 
stituents, or  if  they  be  bathed  with  body 
fluids  from  adjacent  parts  in  which  the 
circulation  is  maintained,  a  characteristic 
coapdution  of  the  ne<'n)tic  elements  in  apt 
to  occur.  The  composition  of  the  cells  of 
the  tissue  is  altered,  so  that  the  cell  bodies 
are  shininf;  and  translucent,  sometimes  al- 
tered in  shape;  while  the  chromatin  and 
finally  the  nuclei  of  the  cell  disappear  (Fig. 
38).  The  white  infaritions  of  the  spleen 
and  kidneys,  the  areas  of  coagulation  ne- 
crosis in  t uliercuh)sis,  and  the  pellicle  in 
croupous  inflamnuition  of  the  mucous  mem- 
branes are  the  most  common  e.\amples  of 
this  lesion. 

If,  for  e.\ample,  in  the  spleen,  one  of 
the  small  arteries  is  pluEKi'd  by  an  emlxjlus, 
a  corresponding  portion  of  the  spleen  be- 
comes anirmic  ami  appeal's  as  a  white, 
wedEc-shaped  maivi,  sharply  defined  from 
the  surroundinff  splenic  tissue.  If  such  a  white  infarction  has  existed  but 
a  short  time,  there  is  hardly  any  difference  l>etween  the  appearance  of  its 


Flo.  38. — CoAauLATioN  Neoiobih 
The  <li««ppearani"e  of  tiic  rlir<)- 
>y  tlieir  failurp  to  Htain.  wpn-iiilly 


ATBOPHY,    DEGENERATION,    I'IGMENTATION,    AND    NECKU3IS  59 

anatomical  elements  and  those  of  the  surrounding  spleen,  except  that 
they  are  differently  affected  by  staining-fluids.  If  the  infarction  is 
older,  the  cells  are  small  and  shiny  and  their  nuclei  cannot  be  seen. 

In  croupous  inflammations  of  mucous  membranes  the  epithelial  cells 
become  shiny,  the  nuclei  disappear,  and  the  shape  of  the  cells  is  changed 
by   the  coagulation   necrosis,   so 
that  a  number  of  them  together 

often  look  like  a  network  of  co-  '^  t-  -     »       ■ 

agulated  fibrin.  ■  •       ■  -     ^- 

Cheeatf  Degeneration  {Casea- 
tion).-— As  commonly  used,  this 
term  embraces  the  changes  in  the 
tissues  which  we  have  just  con- 
sidered under  the  more  appropri- 
ate name  of  coagulation  necrosis. 
But  it  is  also  applied  to  that 
form  of  degeneration  in  which, 
under  a  variety  of  conditions,  the 
dead   tissue   elements   lose  their 

normal   structural    features   and  in  tuberculous  ti 

become  converted  into  an  in-egu- 

larly  granular  albuminous  and  fatty  material  (Figs.  3(1  and  40),  which 

sometimes  tends  to  disintegrate  and  soften,  sometimes  dries  and  becomes 

dense  and  firm,  or  may  become  infiltrated  with  salts  of  calcium.     Thus 

cheesy  degeneration  may,  and  very  often  does,  occur  in  tissues  which 

are  in  the  condition  of  coagulation  necrosis:  hut  it  also  occurs  in  tissues 

which  are  not  the  seat  of  coagulation  necrosis,  but  which,  for  a  variety 

of  reasons   and   in    a    variety    of 

■■i-'^.-^'~-':i~-tf ff^  .^<2.-'' ::■■■''':'       ways,  have  lost  their  vitality. 

'it^'v.^^-^'.V'/ir i'^''//, *'•''■•'"' ^''''  'T'^^   terms    " coagulation   ne- 

*',•;' >5;;T''*'.'!.v;"^r     '  '*!''''' i?-^'**^"^       i^rosis"    and    "cheesy    degenera- 

.■''^^i  ;^  ,     '  .■..ffj/"         '''if!-i'      tion."  »s  commonly  used,  in  part 

//f);^'.^*'         '"r^  ''^''^      actually  cover  the  same  degener- 

W/i'i-.  ','      \    "        .  .     -^ifi'      ative   conditions   in   the   tissues. 

J^.j^^  *     ,■'   -  .'..■*  ^"'3^      Both  are  indefinite,  and  will  no 

5j;^f^"  *      *v  "  ^^-^1      doubt  remain  so  until  we  gain  a 

rV^^ir^'t/ '''''  '   \v     ft  ^^^^^LT^^'       morepreciseknowledgeof  thecon- 

il'-^-^i'iI'ijj^rjiiin,-^''"^''^^^       ditions  under  which  they  occur. 

Fat  Necrosls. — This  is  a  de- 
Fio.  40.— .\n   Area   of  Cbeebv    Deqen-  .■  ■  ,  , 

(Caseation)  in  a  Miliary  Tc-      generative  process  most  frequent 


t  LiT.No.  in  the  subperitoneal  fat  and  i 

and  about  the  pancreas,  and  es- 
pecially associated  with  lesion  of  that  organ.  We  refer  for  details  to  the 
special  section,  p. 

The  DisposalMf  Necrotic  Tissues-^Necrotic  tissues  may  be  separated 
from  the  living  body  by  inflammatory  processes  and  wholly  cast  off, 
as  in  gangrene  of  a  limb,  or  in  l)one,  the  dead  portion  here  l>eing  called  a 
tequeslrum. 
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Fragments  of  dead  cells  and  tissues  in  the  living  body  are  in  part 
disposed  of  by  leucocytes  or  other  mesoblastic  cells  which  may  be 
attracted  to  them,  and  may  cause  their  solution  by  proteolytic  enzymes 
which  are  set  free  or  by  the  incorporation  of  particles  of  the  dead  tissue 
into  their  bodies  where  thcv  are  destroyed.* 

Furthermore,  the  absorption  of  necrotic  tissues  is  in  part  due  to 
proteolytic  enzymes  furnished  by  the  dead  and  degenerating  cells  them- 
selves. The  self-destruction  of  tissues  in  the  wavs  indicated  is  called 
autolysis  (see  p.  105).  To  what  extent  the  lytic  sulistances  through 
which  dead  tissues  are  softened  mav  l)e  derived  directlv  from  the  blood 
plasma  is  not  yet  clear.  At  any  rate,  throughchemotaxis,  phagocytosis, 
and  autolysis  considerable  masses  of  necrotic  tissue  mav  be  finallv  re- 
moved.'  Dead  bone  is  dissolved  and  disposed  of  by  si>ecial  forms  of 
cells  called  ostcochusts  (see  p.  103). 

Recent  studies  relating  to  the  adaptation  of  the  body  to  various  alien 
substances  have  led  to  new  conc3ptions  of  tlie  nature  of  the  processes  by 
which  the  bodv  frees  itself  of  useless  or  harmful  material  either  devel- 
oped  within  it  or  introduced  from  witliout.  For  a  fuller  consideration 
of  these  processes  see  cytolysis,  p.  109. 

*  See  Pliagocytotf,  p.  9,  *  Wrlltt,  Jour.  M«mI.  Res.,  vol.  xv.,  p.  149,  1906- 


CHAPTER  IV. 

HYPERTROPHY,  HYPERPLASIA,  METAPLASIA, 
REVERSION,  REGENERATION. 

Hypertrophy  and  Hyperplasia. 

Under  a  variety  of  conditions,  cells,  larger  parts  of  the  body,  or  organs 
become  larger  than  normal.  The  structural  change  to  which  this  en- 
largement is  due  may  be  a  simple  increase  in  size  of  the  elementary 
structures  of  the  part,  the  cells.  This  is  called  simple  hypertrophy.  It  is 
usually  associated  with  some  increased  functional  demand  upon  the 
cells  and  an  increase  in  their  functional  capacity:  as,  for  example,  in 
the  hypertrophy  of  the  heart  with  lesions  of  the  valves,  or  in  the  hyper- 
trophy of  one  kidney,  which  in  case  of  diminution  or  suspension  of 
function  in  the  other  assumes  the  work  of  both — compensatory  hyper- 
trophy.^ 

On  the  other,  hand,  in  many  cases  the  increase  in  size  of  a  part  or 
organ  is  due  not  only,  or  not  at  all,  to  the  increase  in  size  of  its  element- 
arv  structures,  but  to  an  increase  in  their  number.  This  increase  in 
number  of  the  structural  elements  of  a  tissue  or  organ  is  called  numer- 
ical hypertrophy,  or  hyperplasia.^ 

Simple  hypertrophy  and  hyperplasia  are  frequently  associated. 

Pathological  hypertrophy  in  response  to  functional  demand — func- 
tional hypertrophy^hiis  its  physiological  prototype  in  the  changes  in  the 
uterus  and  in  the  mammary  gland  during  pregninicy. 

It  should  be  borne  in  mind  that  the  simple  enlargement  of  a  part  or 
organ  does  not  necessarily  involve  the  hypertrophy  of  any  of  its  structural 
elements.  Thus  there  may  be  an  increase  of  fat  in  a  muscle  causing 
its  enlargement;  waxy  degeneration  of  the  liver  may  determine  great 
increase  in  the  size  of  this  organ.  It  is  well  to  limit  one's  conception 
of  hypertrophy  to  enlargement  of  specific  structural  elements  of  a  part 
with  maintenance  or  increase  of  functional  capacity,  and  to  consider 
other  instances  of  enlargement,  such  as  those  just  cited,  as  examples  of 
pseudo-hypertrophy. 

Hyperplasia  of  connective  tissue  is  of  frequent  occurrence  in  associa- 
tion with  atrophy  of  the  parenchyma  of  various  organs,  replacing  the 
damaged  cells  as  these  diminish  or  disappear.  This  is  called  replace- 
ment hyperplasia. 

Hypertrophy  and  Hyperplasia  in  Special  Organs. — In  hypertrophy  of 
the  heart  associated  with  the  increased  amount  of  work  which  it  has  to 

*  For  bibliography  of  compensat^^ry  hypertrophy  see  reference  to  Aaehoff,  p.  79. 

*  Consult  for  examples  of  hyperplasia  and  hypertrophy  the  following  sections  on  Regen- 
eration and  Inflammation. 
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do  in  maintaining  the  circulation  in  various  forms  of  valvular  lesion, 
pulmonary  and  vascular  obstruction,  or  excessive  bodily  strain:*  in 
hypertrophy  of  the  unstriated  muscle  such  as  nuiy  occur  in  the  bladder 
in  urethral  stricture,  calculi,  etc.,  in  the  stomach  in  pyloric  stenosis,  in 
the  arteries  in  chronic  diffuse  nephritis:  as  well  as  in  the  voluntarv'- 
muscle  hypertrophy  from  athletic  exercises,  etc.,  the  individual  muscle 
cells  and  fibres  are  increased  in  length  and  in  thickness. 

In  hypertrophy  of  one  kidney  from  the  loss  of  the  other  or  part  of 
its  own  substance  by  operation  or  lesion,  there  is  enlargement  of  the 
epithelium,  especially  of  the  convoluted  tubules  and  of  the  glomerular 
epithelium  covering  the  tuft,  the  latter  being  also  enlarged.  Changes  in 
the  collecting  tubes  and  in  the  interstitial  tissue  are  less  marked  even  in 
kidneys  which  are  greatly  increased  in  size. 

Compensatory  hypertrophy  of  the  lircr  following  <lestruction  of 
part  of  the  parenchyma  seems  to  be  largely  due  to  the  new-formed 
liver  cells,  and  to  hyperplasia  of  the  interstitial  tissue,  but  the  hyper- 
trophy of  the  old  cells  occurs. 

Compensatory  hypertrophy  of  the  thyroid  and  adrenals  has  l)een 
experimentally  induced.  Hypertrophy  of  one  ivstiele  occurs  after  the 
removal  of  the  other,  and  the  same  is  true  of  the  mammary  gland.  Com- 
pensatory hypertrophy  of  the  ovaries  has  not  been  observed. 

After  destructive  injury  to  the  spleen  its  function  may  be  in  a 
measure  assumed  by  the  bone  marrow  and  lymphatic  tissue  which  under- 
go compensatory  hypertrophy. 

In  most  of  these  conditions  hyperplasia  of  the  interstitial  tissue  is 
associated  with  the  hypertrophy  of  the  specific  parenchyma  cells  whose 
response  to  increased  functional  demands  is  marked  by  simple  hyper- 
trophy. 

Metaplasia. 

In  the  development  of  the  body  there  is  a  constant  and  progressive 
differentiation  of  cells.  When  (level()i)ment  is  complete  a  certain  speci- 
ficity exists,  marked  by  functional  and  structural  characters.  These 
specific  characters  in  cells  are  fairly  permanent  under  normal  conditions. 
Under  a  variety  of  abnormal  conditions,  however,  they  may  undergo 
modification  so  that  one  type  of  cell  or  tissue  may  assume  more  or 
less  completely  the  characters  of  another  type.  Hut  the  limitations 
of  this  change  in  type  are  strictly  drawn,  so  that  one  type  can  assume 
onlv  the  characters  of  another  which  is  doselv  related  to  it.  This 
change  of  one  form  of  closely  related  tissue  into  another  is  called 
7netaplasia. 

Thus,  by  a  gradual  change  in  the  cells  and  stroma  of  fibrous  tissue, 
this  mav  be  converted  into  bone,  as  mucous  tissue  mav  become  fat  tissue, 
and  hyaline  cartilage  become  fibrous.  Metaplasia  is  a  process  involving 
active  changes  on  the  part  of  the  living  cells  of  the  tissue,  and  should  l>e 
clearly  distinguished  from  certain  degenerative  and  infiltrative  processes, 

*  Fof  conditions  of  cartliar  hypertrophy  nee  p.  504. 
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in  the  course  of  which  one  form  of  connective  tissue  may  assume  super- 
ficial resemblances  to  others  of  the  group,  as  in  calcareous  and  mucoid 
degeneration. 

The  infiltration  of  the  cells  of  fibrillar  connective  tissue  with  fat, 
and  thQ  reverse  process  in  which  the  fat  is  lost,  as  in  atrophy  and  emacia- 
tion, are  not,  strictly  speaking,  examples  of  metaplasia. 

While  metaplasia  is  most  common  among  the  members  of  the  con- 
nective-tissue group,  it  sometimes  occurs  in  other  tissues.  Thus,  for 
example,  the  epithelium  of  the  nose,  bronchi,  urinary  passages,  cervix 
uteri,  and  gall  bladder  may  under  a  variety  of  conditions  assume  the 
characters  of  squamous  epithelium  of  the  skin  type.^ 

One  should  be  critical  in  estimating  the  value  of  evidences  of  meta- 
plasia, which  has  apparently  been  assumed  to  occur  more  frequently 
than  the  facts  justify.  For  example,  many  instances  of  alleged  meta- 
plasia can  be  equally  well  accounted  for  on  the  assumption  of  defects 
of  development  in  which  a  certain  portion  of  tissue  has  failed  to  com- 
plete its  differentiation,  thus  remaining  in  form  and  in  situations  which 
simulate  the  results  of  metaplasia.  Or  cells  of  the  differing  types  may 
have  grown  into  the  region  from  adjacent  parts. 

When  differentiation  has  advanced  so  that  such  distinct  t\'pes  of 
tissue  have  been  formed  as  connective  tissue,  epithelium,  muscle,  nerve, 
these  do  not  again  merge  through  metaplasia. 


Reversion. 

Under  various  conditions,  but  especially  when  highly  differentiated 
cells  have  been  thrown  out  of  function  often  as  the  result  of  inflammatory 
processes,  they  appear  to  assume  the  morphological  characters  which 
belong  to  an  early  stage  in  their  development.  This  is  called  reversion. 
Thus  the  flat  epithelium  of  the  air  vesicles  of  the  lungs  or  the  cylindrical 
epithelium  lining  the  bronchi  or  the  stomach  may  become  cuboidal. 
In  the  kidney  the  epithelium  of  the  glomeruli  and  also  of  the  convoluted 
tubules  may  become  cuboidal.  So  in  chronic  peritonitis  the  endothelium 
may  become  greatly  thickened.  Muscle  fibres  and  connective-tissue 
cells  may  assume  for  a  longer  or  shorter  period  distinctly  embryonic 
forms.  But  here,  as  in  metaplasia,  one  should  accept  the  morphological 
evidence  of  reversion  with  due  reserve,  since  in  many  instances  the  cells 
in  question  of  the  lower  type  may  be  the  results  of  a  reparative  process 
not  yet  complete,  and  may  have  been  derived  from  newly  formed 
cells.'  Furthermore  the  shape  of  cells  in  general  is  so  closely  dependent 
upon  nutrition,  pressure,  and  mutual  relationship  that  even  slight  de- 
partures from  these  may  lead  to  changes  in  form  quite  as  marked  but 
not  of  such  significance  as  those  involved  in  reversion. 

*For  references  to  epithelial  metaplasia  see  Menetrier  in  Bouchard's  "Traits  de  path, 
g^n.,"  t.  iii.,  pt.  2,  p.  784.  See  also  for  a  discussion  of  metaplasia  RibherVs  "Lehrbuch  d. 
allg.  Pathologie,"  2d  edition,  1905,  p.  323,  and  "Geschwulstlehre,"  1904. 

*8ee  Ribberfs  "Geschwulstlehre,"  p.  15,  1904.  Also  for  general  review  of  reversion  and 
growth  in  tissues  see  Adami,  "A.  Jacobi  Festschrift,"  1900,  p.  422. 
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Regeneration. 

General  Considerations. — It  is  during  the  earlier  periods  of  life  that 
the  new  formation  of  cells  in  the  body  is  most  active.  From  the  fertil- 
ization of  the  ovum  until  the  tissues  and  organs  have  assumed  the  varied 
forms  and  functions  which  the  physiological  division  of  labor  among  the 
cells  imposes,  cell  proliferation  and  cell  adaptation  to  a  changing  envi- 
ronment are  constant  and  important  features  of  individual  development. 
After  this  time,  under  normal  conditions,  new  cell  formation  is  largely 
limited  to  the  replacement  of  worn-out  cells  or  to  the  restitution  of 
such  cells  as  may  be  sacrificed  in  the  performance  of  their  physiological 
functions. 

The  studies  of  Bizzozero  have  shown  that,  notwithstanding  the  preat  diversity  in 
the  capacity  for  physiological  n'generation  among  tissues,  they  may  be  conveniently 
grouped  into  thn»e  chisses,  as  follows:  First ,  tissues  whose  cells  are  capable  of  multipli- 
cation throughout  the  life  of  the  individual  or  for  a  considerable  period  after  maturity, 
and  so  lead  to  a  continual  n'generation.  These  are  tissues  whose  cells  are  labile  and 
evanescent.  In  this  chkss  are  tlie  pait^nchyma  cells  of  those  glands  or  structures  which 
produce  formed  elements,  such  as  the  splcM^n,  lymph-nodes.  lx)ne-marrow,  ovar>\  testi- 
cle. Also  the  epithelium  of  the  skin  with  its  hair  follicles  and  8c»baceous  glands,  and  of 
the  mucous  membranes  of  the  n\spiratory.  digestive,  and  genito-urinary  organs.  Sec- 
ond, tissues  whose  elements  incn^ase  by  division  up  to  the  time  of  birth,  or  sometimes 
for  a  short  period  thereafter,  when  evidence  of  physiological  regeneration  ceases.  These 
are  tissues  with  permanent  cells.  In  this  chiss  an*  the  parenchyma  cells  of  those  glands 
which  secn*te  fluid  material,  such  as  the  liver,  kidney,  pancreas,  salivarj'  glands,  etc. 
Also  meml)ers  of  the  connective-tissue  group,  fibrous  tissue,  cartilage  and  bone,  and  the 
smooth  muscle  fibn*s.  Third,  striated  muscle  and  ner\'e  tissue.  In  these  tissues,  divi- 
sion by  mitosis  ceases  at  an  early  period  and  before  the  tissues  have  acquired  their  spe- 
cial characters.     Here  a  physiological  regeneration  dws  not  occur. 

This  grouping  of  tissues  in  accordance  with  their  capacity  for  physiological  regen- 
eration, while  liable  to  modification  under  further  research,  affords  a  suggestive  guide 
in  our  studies  of  regeneration  under  abnormal  conditions.  For  beyond  the  regenerative 
capacity  normally  exercised  by  cells  in  response  to  the  physiological  wear  and  tear  of 
life,  they  arc  fn»quently  called  upon  to  make  good  unusual  losses,  as  the  result  of  many 
forms  of  injury. 

Regeneration  of  injured  tissues,  all  new  growths,  as  well  as  the 
hyperplasias  above  mentioned,  are  invariably  brought  about  by  prolifer- 
ation or  other  changes  in  living  cells.  Furthermore,  just  as  the  cells  of 
the  adult  organism  are  the  offspring  of  one  original  cell,  the  ovum,  so 
are  all  the  new  cells  which  appear  in  the  body  under  abnormal  condi- 
tions derived  from  pre-existing  cells  by  division. 

We  shall  now  briefly  summarize  the  morphological  changes  which 
cells  undergo  in  division  and  shall  then  indicate  the  degree  of  regener- 
ative capacity  which  various  forms  of  tissues  possess. 

MODES  OF  CELL  DIVISION. 

The  careful  and  minute  study  of  cells  during  the  act  of  division, 
which  has  been  recently  made,  has  revealed  many  most  curious  phe- 
nomena and  has  opened  a  new  world  of  observation  nearer  to  the  element- 
ary expression  of  life  than  has  seemed  possible  in  earlier  times.     It  will 
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suffice  for  our  purposes  briefly  to  indicate  some  of  the  more  striking  feat- 
ures of  the  new  cell  lore. 

It  is  well  to  recall  at  the  outset  that  recent  studies  of  cells  have 
shown  that  even  in  their  simplest  forms  they  are  highly  organized,  and 
that  their  different  parts  have  special  functions  to  perform.  Thus  the 
nucleus  presides  over  the  constructive  metabolism  or  assimilative  proc- 
ess of  the  cell  and  furnishes  the  physical  basis  upon  which  the  trans- 
mission of  hereditary"  characters  depends.  The  cytoplasm  of  the  body, 
on  the  other  hand,  is  concerned  in  those  phases  of  metabolism  which 
result  in  the  liberation  of  energy  in  movements  of  various  kinds  and  in 
the  formation  of  new  chemical  substances.  The  centrosome  also  in 
certain  cells,  though  not  apparently  in  all,  appears  to  play  an  important 
part  in  the  changes  incident  to  division. 

Two  modes  of  cell  division  are  commonly  recognized.  First,  indirect 
division  (mitosis,  or  karyokinesis) ;   second,  direct  division  (amitosis). 

IxDiHECT   (Mitotic)  Cell  Division. 

This  is  the  most  common  mode  of  cell  division  and  is  especially  char- 
acteristic of  embryonic  cells  and  those  which  are  undergoing  active  de- 
velopment. While  it  presents  great  variations,  its  general  features  may 
be  thus  briefly  summarized: 

Among  the  earlier  changes  which  are  to  be  seen  in  a  cell  about  to 
divide  by  mitosis  are  a  condensation  and  an  increase  in  the  staining  capac- 
ity of  the  chromatin  of  the  intranuclear  network.  This  chromatin  sub- 
stance gathers  into  a  contorted  thread  or  threads,  called  the  spireines 
(Fig.  41,  2),  within  the  nucleus,  whose  membrane  with  the  nucleolus 
gradually  disappears  so  that  the  spireme  lies  free  in  the  cytoplasm;  and 
at  the  same  time  with,  or  preceding,  these  changes  in  the  nucleus,  there 
may  be  a  division  of  the  centrosome  when  this  is  present,  the  segments 
resulting  from  this  division  passing  to  opposite  parts  of  the  cell,  usually 
outside  the  limits  of  the  nucleus.  Around  each  of  the  new  centrosomes, 
which  stain  deeply  with  haematoxylin  or  other  nuclear  dyes,  may  be  a 
clear  zone  of  unstained  material,  or  a  series  of  fine  radiating  fibrils,  or 
both:  the  whole  forming  a  structure  called  a  polar  body  (Fig.  41,  2  and  3). 

Now  the  threads  of  the  spireme  break  across  transversely,  forming  a 
series  of  more  or  less  rod-like  bodies  called  chromosomeSy  which  form  a 
somewhat  flattened  cluster  or  wreath  between  the  polar  bodies,  lying  in  a 
plane  at  a  right  angle  to  a  line  passing  between  the  latter.*  While  this 
mass  of  chromosomes — sometimes  called  the  monaster — has  a  stellar  or 
wreath-like  appearance  when  seen  from  the  side,  it  is  more  band-like 
when  viewed  in  profile  (Fig.  41,  3  and  4). 

Between  the  polar  bodies  and  across  the  monaster  there  may  now  be 
stretched  a  bridge  or  spindle  of  delicate  fibrils  resembling  those  about  the 
centrosome  in  the  polar  bodies. 

*  It  is  believed  that  every  species  has  a  fixed  and  cliaracteristic  number  of  chromosomes 
in  the  dividing  cells,  and  that  in  forms  arifting  by  sexual  repro<luction  this  number  is  even. 
In  man  the  number  is  believed  bv  some  to  be  16,  bv  others  32. 

5 
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This  fibril -spindle,  together  with  the  polnr  Iwniiea,  is  called  the  achro- 
matic figure  in  distinction  to  the  strufture  formed  from  the  chromatin, 
which  stains  with  nuclear  dyes,  and  is  called  the  chromatic  figure. 

The  whole  compliciited  structure  composed  of  liolh  the  chromatic  and 
achromatic  substance  constitutes  the  milolic  figure. 

Now  each  chromosome  splits  lengthwise  into  exactly  equal  parts. 
These  parts  separate  into  groups  which  pass  to  the  polar  bodies  at  op- 
posite ends  of  the  spindle.  This  is  sometimes  called  the  diaster  phase  of 
mitosis  (Fig.  41,  5  and  (>). 

Corresponding  to  the  division  of  the  chomosomes  into  equal  parts, 
the  cell  body  divides,  cacti  part  containing  one  of  the  groups  of  daugh- 
ter chromosomes  or  diasters,  together  with  one  polar  body  and  a  part 
of  the  achromatic  spindle  (Fig.  41,  (i).     Now  a  new  nucleus  is  formed 
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about  the  daughter  chromosomes  which  gradually  assume  the  characters 
of  the  resting  intranuclear  network  (Fig.  41,  7).  The  achromatic  fibrila 
disappear  from  the  new  cell,  while  the  eentrosome  may  also  disappear  or 
may  take  its  place  in  the  cytoplasm  beside  the  new  nucleus. 

There  are  countless  variations  and  details  in  the  minute  processes  of 
mitotic  cell  division  and  much  interesting  conjecture  as  to  the  meaning 
of  the  various  changes  in  mitosis,  which  the  scope  of  this  work  does  not 
permit  us  to  consider.  But  the  facts  already  at  hand  are  of  extreme 
significance  to  the  biologist  and  point  toward  large  fields  of  research  in 
pathology  when  the  normal  processes  shall  have  l>een  more  clearly  and 
exhaustively  determined. 

Abnormal  Phases  of  Mitosis  are  not  infrequent.     Thus  the  mitotic  fig- 
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ures  may  be  asymmetrical,  so  that  the  distribution  of  chromatin  sub- 
stance to  the  daughter  cells  may  be  unequal  {Fig.  42).  There  may  be 
multipolar  mitosis,  so  that,  instead  of  two,  several  nuclei  may  form.  Or, 
the    new-formed    chromosome 

masses  may  fail  to  share  in  the  ,_. 

formation  of  the  new  nuclei. 

Such  abnormal  mitoses  are 
frequent  in  certain  tumors,  and 
they  may  be  experimentally 
induced  by  the  application  of 
various  chemical  substances  to 
livingcells.     Too  Httle  is  known  _ 

about    the    conditions    under       i^'Zr.<.il^Z"ZZi^"r^yZ,"^Z'Zd 

which  abnormal  mitoses  occur,  in  the  cell  to  the  left  ttipotar. 

and  too  little  about  the  nature 

of  the  impulse  to  cell  division  in  general,  to  justify  to-day  far-reaching 
conclusions  as  to  the  significance  of  these  interesting  abnormalities  in 
the  life  of  the  cell. 

The  Signifit^nce  of  Mitosis. — The  term  mitosis  or  karyomilosis  is 
applied  to  this  indirect  mode  of  cell  division,  on  account  of  the  involve- 
ment of  the  nuclear  threads.  It  is  also  sometimes  designated  as  karyo- 
kincsis,  from  the  form  changes  which  these  threads  undergo.  Aside 
from  its  intrinsic  biological  interest,  a  knowledge  of  mitosis  in  proliferat- 
ing cells  is  of  importance  in  pathology,  because  the  recognition  of  mitotic 
figures  often  enables  us  to  decide  with  certainty  what  particular  cells  or 
cell  groups  are  involved  in  the  formation  of  new  tissue.  The  most  sig- 
nificant feature,  however,  of  the  whole  process  of  mitosis,  with  all  its  in- 
tricate variations,  appears  to  be  that  the  chromosomes,  during  their  separa- 
tion into  two  or  more  clusters  to  form  the  basis  of  new  ceils,  undergo  an 
exact  longitudinal  division.  So  that,  under  normal  conditions,  no  matter 
how  unequal  the  division  of  the  cytoplasm  may  be,  all  of  the  new  nuclei 
share  alike  in  the  chromatin  substance  of  the  parent  nucleus.  This  fact 
appears  to  be  of  extreme  importance  in  the  recognition  of  a  phy^al  basis 
of  inheritance.' 

Direct  (Amitotic)  Cell  Division. 

In  this,  which  although  relatively  rare  appears  to  be  the  most  simple  ■ 
mixle  of  cell  division,  without  those  preliminary  changes  in  the  nucleus 
which  are  seen  in  the  mitotic  eel!  division,  the  nucleus  with  its  membrane 
becomes  constricted  and  finally  divides  into  two  or  more  parts  which  be- 
come new  nuclei.  .\t  the  same  time  or  following  this  simple  nuclear 
division  the  cell  body  divides,  and  thus  two  or  more  cells  may  form  in 
the  place  of  one.  Sometimes  the  nuclear  division  is  not  followed  by  a 
division  of  the  cell  body,  and  thus  multinuclear  cells,  or  "  giant  ceils," 
may  be  formed. 
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The  significance  of  the  difference  l)et\veen  the  amitotic  and  the  mitotic 
cell  division  is  that,  while  in  the  former  there  is  an  exactly  even  division 
of  chromatin  to  the  daughter  nuclei,  the  division  in  the  latter  is  of  the 
nuclear  mass  as  a  whole. 

Amitotic,  as  well  as  mitotic,  division  occurs  in  leucocytes,  in  some 
forms  of  epithelium,  and  in  pathological  new  formations.  While  the 
nature  of  the  process  is  little  understood,  there  appears  to  be  much 
reason  for  the  belief  that,  in  general,  amitotic  division  is  '*  characteristic 
of  highly  specialized  or  degenerating  cells  in  which  development  is  ap- 
proaching its  end."* 

GENEBAIi  CHABACTEBS  AND  LIMITATIONS  OF  CELL 

BEGENEBATION. 

It  should  be  borne  in  mind,  in  studying  the  regeneration  of  various 
kinds  of  cells  and  tissues,  that  the  accjuirement  by  certain  cells  of  special 
functional  powers  as  the  result  of  the  physiological  division  of  labor  has 
involved  the  impairment  of  some  of  their  more  primitive  general  capac- 
ities, among  these  that  of  reproduction.  Thus  it  is  that  we  find  in  the 
ganglion  cells  an  almost  total  lack  of  reproductive  capacity:  while  in 
many  of  the  gland  cells  this  is  slight,  in  others  considerable.  In  some  of 
the  less  highly  differentiated  cells  of  the  body,  on  the  other  hand,  as  in 
certain  forms  of  epithelium,  in  blood  cells,  and,  in  the  cells  of  the  con- 
nective tissue,  this  primitive  capacity  of  protoplasm  to  form  new  simi- 
lar cells  by  division  is  maintained,  and  may  be  evoked  by  the  changed 
conditions  which  injury  or  loss  involves. 

Although  the  occurrence  of  mitosis  is  the  mark  by  which  we  espe- 
cially recognize  the  regenerative  process  in  cells,  it  should  be  remembered 
that  mitosis  or  some  of  its  phases  may  occur  in  cells,  without  being  fol- 
lowed by  those  further  changes  which  lead  to  new  cells  or  new  tissues.' 

We  may  also  often  recognize  new-formed  cells  and  tissues  by  differ- 
ences in  the  shape  and  character  of  the  cells  and  the  arrangement  of  the 
tissue  elements,  these  often  approaching  the  eml)ryonic  type  in  form  as 
well  as  in  character  of  development.  Furthermore,  the  atypical  arrange- 
ment often  seen  in  new-formed  cells,  l)oth  in  regard  to  each  other  and  in 
their  association  with  older  tissues,  mav  aid  in  the  identification  of  the 
formative  process. 

Individual  cells,  even  after  having  undergone  marked  structural 
changes — as,  for  example,  in  albuminous  degeneration — or  after  a  cer- 
tain degree  of  physical  injury,  may  be  restored  to  a  normal  condition. 

After  destructive  injury  or  loss,  a  full  and  complete  replacement  of 
cells  and  tissues  can  occur  only  as  the  result  of  a  proliferation  of  cells  of 

*  For  a  comprehensive  summary  of  factH  and  theories  conceniinK  the  cell,  both  in  higher 
and  lower  forms  of  life,  consult  H'i/a/>n*«  masterly  work,  "The  Cell  in  Development  and 
Inheritance." 

^One  is  of  ten  disappointed  in  seeking  for  mitotic  fip^ires  to  find  so  few  of  them  even  in 
rapidly  growing  tissues.  This  is  due  to  the  fact  that  cell  division  even  when  active  is  not 
continuous,  And  periods  of  rest  may  follow  the  act  of  division.  See  Tf,^otna*a  '*  Text-book 
of  General  Pathology,"  English  Tr.,  vol.  i.,  p.  481. 
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the  same  type  as  those  to  be  restored.  Thus  a  regeneration  of  epithe- 
lium occurs  by  proliferation  and  jjrowth  of  epithelial  cells  alone;  regen- 
eration of  muscle  ])y  muscle  cells,  etc.  In  fact,  however,  in  the  higher 
types  of  tissue,  after  considerable  injuries  with  loss  of  substance  or  after 
destructive  pathological  processes,  complete  regeneration  is  not  common. 
This,  as  we  have  seen,  is  because  the  highly  specialized  cells  of  the  body 
are  limited  in  their  capacity  for  reproduction  closely  to  the  domain  of 
physiological  regeneration.  What  we  ordinarily  call  healing  in  exten- 
sive wounds  of  the  more  highly  specialized  tissues  is  usually  a  provi- 
sional makeshift  repair  by  means  of  new-formed  connective  tissue. 

We  have  seen  that  the  regenerative  capacity  in  the  cells  of  the  human 
body  is  most  marked  in  the  less  highly  differentiated  types  of  cells,  and 
that  it  is  above  all  connective  tissues,  blood-vessels,  and  epithelium 
which  most  frequently  and  most  completely  undergo  regeneration.  These 
are  relatively  lowlj  organized  tissues  and  serve  for  the  maintenance  or 
protection  of  more  highly  specialized  tissues,  and  with  them  regenera- 
tion may  be  complete  with  full  restoration  of  function.*  But  although 
the  more  highly  organized  tissues  in  man  do  not  undergo  after  injury  any 
considerable  regeneration,  they  are,  when  uninjured,  capable,  under  the 
stimulus  of  increased  functional  exercise,  of  compensatory  hypertrophy, 
so  that  the  loss  to  the  organism  of  similar  tissue  is  made  good,  an  ex- 
ample of  which  is  the  structural  hypertrophy  and  increased  performance 
of  one  kidney  after  the  removal  of  the  other. 

The  capacity  to  regenerate  lost  or  injured  parts  exists  to  a  certain  ex- 
tent in  all  animals  but  is  most  marked  among  the  lower  forms.  Thus  if 
an  amoeba  be  cut  in  two  so  as  to  leave  one  part  with  the  intact  nucleus 
this  part  lives  and  the  one-celled  organism  is  completely  restored.  The 
fresh-water  hydra,  composed  of  many  cells,  may  reproduce  a  large  por- 
tion of  the  organism  from  a  small  severed  fragment.  The  conmion  earth 
worm  can  reproduce  a  severed  head  or  tail,  (.'rabj  reproduce  a  whole  leg 
if  the  severance  takes  place  at  a  particular  joint.  Salamanders,  snails, 
etc.,  can  reproduce  a  leg  and  tail.  It  is  further  noteworthy  in  this  connec- 
tion that  the  larvie  of  many  lower  forms,  such  as  reptiles  and  insects, 
have  a  much  greater  capacity  for  the  reproduction  of  lost  parts  than  the 
same  species  have  when  in  the  adult  condition.' 

REGENERATION  OF  SPECIAL  TISSX7ES. 

Regeneration  of  the  Nerve  Tissue. — In  the  nervous  system  we  find  no 
evidence  that  the  ganglion  cells  are  capable  of  reproduction.  Some  phases 
of  mitosis  are  occasionally  found  in  them,  although  they  do  not  appear 
to  lead  to  proliferation.  But  if  the  essential  parts  of  the  ganglion  cells, 
including  the  nuclei,  be  intact,  a  restoration  may  occur  of  their  central 
as  well  as  their  peripheral  branches.  The  fibrous  and  the  neuroglia  tis- 
sue of  the  central  nervous  system,  on  the  other  hand,  may  increase,  and 

*  For  a  sugf^estivG  study  of  tlie  laws  of  growth  and  changes  in  cells  and  tissues  during 
development,  and  their  relationsliip  to  the  nature  and  cause  of  old  age,  see  ^(inot,  Harvey 
Lectures,  IQCV-IOOG. 

'Coiiault  Morgan,  "Regeneration/'  Columbia  University,  Biol.  Ser.,  1901. 
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in  this  way,  even  with  considerable  loss  of  substance,  injuries  to  the 
brain  and  cord  may  undergo  a  sort  of  patchwork  repair. 

In  the  peripheral  nerves  a  considerable  regeneration  of  fibres  may 
take  place  after  injury,  when  the  corresjx)nding  ganglion  cells  are  intact. 
This  restoration  may  be  effected  in  part  by  fibrous  tissue  which  bridges 
the  damaged  region  and  affords  guides  or  channels  along  which  the  axis 
cylinders  may  grow  out  from  the  uninjured  central  segments,  finding 
their  way  to  their  endings,  as  in  embryonic  development  they  stretch 
into  the  ti.ssues  far  from  the  ganglion  cells  in  which  they  originate.  The 
restitution  is  possible  here  because  the  centre  of  nutrition  and  at  least  a 
limited  reparative  control  in  the  ganglion  cell  are  intact. 

Further  details  as  to  degenerations  and  regenerations  of  nerves  and 
nerve  tracts  may  be  found  in  the  chapter  devoted  to  The  Nervous 
System. 

Regeneration  of  Muscle  Tissue. — Regeneration  of  smooth-muscle  tissue 
after  injury  is  slight.  Mitosis  may  occur  in  the  cells  and  preliminary 
phases  of  division  of  the  body  have  been  described,  but  it  is  doubtful 
whether,  except  possibly  to  a  very  slight  extent,  new  cells  are  formed. 
Such  healing  as  occurs  after  wounds  and  other  injuries  is  largely  effected 
by  new-formed  fibrous  tissue. 

A  partial  regeneration  of  striated  muscle  occurs  after  various  forms  of 
damage  and  losses  of  substance.     There  may  be  division  by  mitosis  in 
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Fia.  43. — Rkueneration  of  Striated  Mu8CLE  after  Injury. 

The  nuclei  of  the  sarcolemina  have  proliferated  and  are  surrounded  by  a  small  amount 

of  non-striated  protoplasm. 

the  sarcolemma  nuclei  (Fig.  43)  associated  with  the  accumulation  near 
them  of  granular  protoplasm,  which  becomes  striated,  either  in  situ  or 
as  independent  cells.  At  the  injured  end  of  the  muscle  fibre  a  similar 
process  may  occur,  so  that  these  damaged  fibres  may  be  in  part  restored. 
If  as  the  result  of  the  injury  some  of  the  nucleated  protoplasm  escapes 
from  the  sarcolemma,  a  similar  development  of  striated  cells  and  cell 
masses  mav  occur. 

It  is  especially  in  certain  forms  of  degeneration  of  the  contractile 
substance,  after  typhoid  fever  for  example,  in  which  the  nuclei,  the  sar- 
colemma, and  the  general  framework  of  the  tissue  are  uninjured,  that 
regeneration  of  striated  muscle  fibres  is  most  complete.  After  injuries 
with  considerable  destruction  of  the  muscle  tissue,  regeneration  is  apt  to 
be  irregular  and  incomplete.  While  there  is  often  much  nuclear  divi- 
sion and  often  the  formation  of  large  numbers  of  more  or  less  striated 
and  variously  shaped  cells,  these  are  apt  not  to  develop  into  useful 
muscle  fibres  and  may  disappear  by  degeneration  and  absorption  or  by 
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pressure  atrophy.  Here,  as  elsewhere  in  highly  organized  tissues,  such 
restitution  as  is  possible  after  considerable  injury  is  achieved  by  fibrous 
tissue. 

It  is  interesting  to  note  that  such  regeneration  as  does  occur  in 
striated  muscle  is  not  initiated  by  the  highly  differentiated  contractile 
substance,  but  by  the  nuclei  and  small  residual  amount  of  undifferen- 
tiated protoplasm,  and  that  such  more  or  less  definitely  striated  cells  as 
are  formed  are  in  many  respects  similar  to  certain  forms  of  developing 
muscle  cells  in  the  embrj'o. 

Although  mitosis  and  nuclear  division  have  been  seen  in  the  muscle 
fibres  of  the  heart  after  injury,  there  is  no  evidence  that  new  muscle  can 
be  formed.     Repair,  which  is  not  infrequent,  is  secured  by  fibrous  tissue. 

Regeneration  of  Epithelium. — Owing  to  continuous  shedding  or  to 
functional  destruction  of  epithelium  of  the  skin  and  mucous  membranes 
and  certain  of  their  adnexa,  phj'sio logical  regeneration  by  mitosis  is 
common. 

After  injuries  also  regeneration  of  epithelium  in  these  situations  oc- 
curs by  mitosis  and  may  be  extensive  and  complete.  The  new  epithelium 
always  forms  from  the  old,  and,  when  surface  losses  are  to  be  made  good, 
extends  inward  from  the  edges  across  the  injured  area  after  a  suitable 


Flo.    44. — REOENERATtON    OP    EPITHELIUM. 

From  a  wound  of  the  tongue.      At  the  left  is  aormal  epitheliuin :   at  the  right  the  thin 
pellicle  of  nevi-fonned  cells  U  extpnding  over  the  surface  of  the  wound. 

substratum  has  been  formed  by  fibrous  tissue  and  blood-vessels  (Fig.  44). 
The  new  epithelium  is  at  first  atypical  in  form  and  arrangement  owing 
to  the  necessity  for  a  gradual  adaptation  to  the  sustaining  and  associated 
tissues.  Thus  the  epithelium,  which  at  first  presses  forward  over  a  heal- 
ing wound  of  the  skin,  may  be  in  the  form  of  an  irregular  layer  of  cells 
(see  Fig.  45)  or  of  a  thin  smooth  pellicle  without  the  usual  variations  in 
size  and  shape  by  which  it  is  later  characterized  when  the  papillcE  of 
the  new  cutis  are  formed  and  the  new  cells  have  adjusted  themselves 
to  these  and  to  each  other.'  In  stratified  epithelium  it  is  the  deeper 
layers  from  which  the  new  cells  chiefly  arise.  While  amitotic  division 
has  been  observed  in  the  restitution  of  surface  epithelium,  this  occurs 
in  the  more  superficial  cells  and  is  believed  not  to  be  concerned  in  the 
regenerative  process. 

'  For  >  study  of  the  regeneration  of  mucous  membranes  see  Camil  and  Camol,  Arch, 
de  mM.  eip.,  tome  xi.,  p.  413,  1899.  For  repair  of  blaililer  mucosa,  Ijttios  Virch.  Arch., 
Bd.  cbnviii.,  p.  65.   1904. 
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RefieiKTiition  of  glainl  cpitlicliHm  sifter  injury  is  nf  frequent  occur- 
rence, thuusli  tins  capjiriiy  varies  cDnsiilerably  in  different  glands.  In 
nianv  cases  it  jqipoars  to  1h>  liy  a  priiliferation  of  the  epithelium  lining 
the  smaller  excrelDry  iliicts  that  the  restitution  is  accomplished,  rather 
than  hv  the  nioi-e  hishly  differentiated  seci-elinj;  cells.  This  is  of  espe- 
lial  interest  Iwcatise  it  affords  an  exiellent  example  of  the  rehearsing 
under  jdmormal  (■oniliti()ns  and  for  reparative  ends  of  a  developmental 
phase  of  .-ell  life. 

In  the  liirr  very  extciisive  new  fi.rrnatinn  of  liver  cells  may  occur 
after  experimental  removal  of  a  portion  of  theorcan.  These  new  eeils 
arisiiift  largely  from  the  rpitheliiim  of  the  smalt  trail  ducts  do  not  form 
real  liver  tissue,  however,  since  in  this  a  definite  relationship  must  exist 


The  epithcliHl  rclls  ailvancinR  into  hikI  over  i 
tissue  at  tlie  ridlil  an-  tusifunn  anil  irrcfmlar  in  sliapi-, 
their  uauai   tumui  and  thi'ir  n'laIionahi|H  lu  oti<'  aiiothiT  and  tu  Utv  undpriyi 

between  the  liver  cells  ami  the  pall  ducts,  the  hlood- vessels  and  the 
interstitial  tissue.  Such  a  relationship  can  be  securetl  only  under  the 
conditions  of  endtryonic  development  when  ail  the  various  tissues  in- 
volved are  I>einf;  formed  together.  After  large  destruction  of  liver  cells 
in  pertain  forms  of  toxa'mia^called  acute  yellow  atrophy  of  the  liver — 
there  may  be  an  extensive  and  successful  retreneration  Iwcause  the 
associated  tissues  are  luit  at  the  same  time  destroyed. 

In  the  tki/roid  'jiand  new  gland  tissue  may  l>e  formed  after  injurj-. 

In  the  kidnci/  the  regenerative  capacity  of  the  epithelium  appears  to 
be  le.ss  marked,  though  proliferation  of  the  epithelium  of  the  collecting 
tubes  may  take  place  anil  epithelium  to  a  considerable  extent  may  be 
renewed  if  the  blood-vessels  antl  interstitial  tissue  remain  intact. 

Regeneration  of  epithelium  to  a  consideral)le  extent  may  take  place 
in  the  mammary  and  salirary  'jlands.     But  here  it  is  the  less  highly  dit- 
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ferentiated  cells  of  the  excretory  ducts  rather  than  the  secreting  epi- 
thelium through  which  regeneration  is  secured.  In  the  ovary  and 
testicle  a  slight  amount  of  regenerative  capacity  may  be  manifested 
through  mitosis  and  division  of  epithelium,  Init  its  results  are  insignificant. 

Inall  these  cases  of  partial  regeneration  it  is  often  difficult  to  determine 
how  much  of  the  increase  in  parenchyma,  which  undoubtedly  docs  occur, 
is  due  to  a  formation  of  new  gland  tissue  and  how  much  to  a  compensa- 
tory hypertrophy  of  the  old.  While,  therefore,  it  is  true  that  after 
injuries  to  the  glands  a  considerable  regeneration  of  epithelium  may 
occur,  when  the  loss  of  substance  is  extensive  it  is  usually  rather  by  a 
fibrous-tissue  repair  or  by  a  compensatory  hypertrophy  or  hyperplasia  in 
the  uninjured  portions  of  the  organ  than  by  tlie  new  formation  of  true 
gland  tissue  that  restitution  occurs. 

Regeneration  of  Connective  Tissue. — We  have  seen  again  and  again 
in  reviewing  pathological  regeneration  that,  in  local  restoration  after 
injury,  fibrous  tissue  plays  an  important  part,  either  by  itself  or  in  asso- 
ciation with  various  forms  of  parenchyma.  Xew  fibrous  tissue  readily 
forms  in  the  adult  to  replace  tissue  which  has  been  destroyed.  It  re- 
sults from  many  kinds  of  prolonged  chemical  and  mechanical  irritants. 
Atrophy  of  the  parenchyma  may  be  followed  by  interstitial  fibrous- 
tissue  growth,  or  new  fibrous  tissue  may  develop  under  the  influence  of 
bacterial  and  other  to.\ic  substances,  and  it  frequently  forms  dense  cap- 
sules aljout  the  seat  of  old  lesions  or  around  foreign  bodies. 

Many  forms  of  compensatory  fibrous-tissue  development  will  be  de- 
scrilied  in  the  second  section  of  this 
book,  such  as  thickening  of  the 
walla  of  blood-vessels,  inflamma- 
tory adhesions,  replacement  hyper- 
plasia, etc. 

We  have  now  to  consider  briefly 
the  changes  involved   in   the  new  -\  ■  -        ,^  ~  • 

formation    of    this  fibrous    tissue.  ''Bh  '   ^SSsi 

Here,  as  in  all  other  tissues  of  the 
body,  it  is  the  cells  alone  which 

take  the  initiative,  the  formation        ^'       "    -      '  ^  (t 
of  intercellular  substance  being  al- 
ways secondary  to  the  formation 
of  the  cells  and  always  occurring 
under  their  influence. 

New  connective-tissue  cells  maj' 
be  formed  by  mitosis  (Fig.  46), 
either  from  older  connective-tissue 

ceils,  or,  as  now  seems  certain,  from  the  endothelium  of  the  blood- 
vessels'   and  possibly  from  the  so-called  "plasma  cells."*     In  either 

'  8ee  Bmimgarten,  Arbeilen.  Path.  Inst.  TDbingcn,  Bd.  Iv..  p.  310. 

'Pluma  Cells.— It  \a  believed  by  many  that  the  so-called  -plasma  crBa  are  fre<|iiently 
Bud  largely  concerned  in  the  formation  of  new  fibrous  tissue.  Plasma  rella  are  mundod 
or  polyhedral  or  elongated,  depending  upon  (heir  situation,  and  vary  in  aiie  from  (hat  of 
a  leucocyte  U>  many  timea  this  size.     The  rounded  or  oval  uucleus  is  usually  excentric  and 


0  0   ].   %»^   ■_--■'   -^z 


-Mitosis  in  Gkasulatios  Tissue. 
Two  of  (he  new  formed  eonneotivp-t  issue 
cells  show  milotic  fipirca.     Three  leucocytes 
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case  the  cell  about  to  divide  shows  an  increase  in  the  size  of  the  body, 
which  becomes  more  granular;  the  nucleus  divides  by  mitosis,  segmen- 
tation of  the  cytoplasm  following.  This  process  may  be  repeated  so 
that  many  cells  are  derived  from  one,  separated  at  first  by  a  small 
amount  of  homogeneous  intercellular  substance.  These  cells,  at  first 
more  or  less  spheroidal  in  form,  may  become  larger,  and  polyhedral  or 
elongated.  Little  by  little,  fine  fibrils  appear  between  the  cells,  some- 
times apparently  as  extensions  of  their  cytoplasm,  sometimes  along  their 
sides  in  the  homogeneous  material  in  which  they  lie.  Such  new  con- 
nective-tissue cells  concerned  in  the  formation  of  fibrillar  stroma  are 


Flti.    47. — RKr.KNKRATlON    OF    CoNNEtTlVE    TiSHUK. 

Showing  fibroblasts  with  a  few  new-formeU  intercellular  fibrils  between  them. 

of  the  blood-vessels  are  very  thin. 


The  walls 


called  fibroblasts  (Fig.  47).  As  the  fibrous  stroma  increases  in  amount 
the  cells,  at  first  relatively  abundant,  become  elongated  and  flattened, 
until  as  the  new  tissue  approaches  maturity  the  more  or  less  dense 
fibrillar  stroma  preponderates,  pressing  the  cells  between  its  bundles  or 
layers  into  variously  shaped  plaques,  often  fusiform  or  linear  in  profile. 
In  the  formation  of  fibrillar  connective  tissue  from  endothelium  the 
endothelial  cells  of  thin-walled  blood-vessels  increase  in  size,  stretch 
slender  bud-like  extensions  into  the  adjacent  tissue,  where,  after  mitotic 
division,  they  assume  a  role  altogether  identical  with  that  of  the  ordinary 
connective-tissue  cell. 

commonly  shows  several  irregular  groupings  of  chromatin  masses  just  beneath  the  mem- 
brane. The  body  of  the  plasma  cell  is  especially  characterized  by  the  staining  of  its  pro- 
toplasm by  basic  anilin  dyes — the  polychrome  methylene  blue  of  IJnna,  for  example.  The 
staining  is  commonly  less  intense  near  the  nucleus  and  is  otherwise  frequently  uneven. 

Such  cells  occur  normally  in  the  bone-marrow,  spleen,  lymph-nodes,  and  gastro-intev- 
tinal  mucosa  of  man,  and  may  be  found  under  various  pathological  conditions,  especially 
in  hyperplasia  and  the  new  formati(m  of  fibrous  tissue.  It  is  beUeved  by  many  observera 
that  plasma  cells  are  direct  derivatives  of  the  small  mononuclear  lymphocytes,  and  that 
when  these  gathc^r  in  the  tissue  by  emigration  they  may  either  undergo  degeneration  and 
destruction,  or,  on  the  other  liand,  they  may  become  connective- tissue  cells  and  share 
as  fibroblasts  in  the  formation  of  fibrillar  stroma.  Other  observers  believe  some  forms 
at  least  of  plasma  cells  to  be  simply  fibroblasts  which  have  assumed  a  spheroid  form.  The 
origin  and  significance  of  "plasma  cells"  are  not  yet  altogether  clear,  and  we  must  refer  to 
larger  works  for  further  data.  See  "Critical  Summary  of  Recent  Literature,"  by  WiUiantg, 
American  Journal  of  the  Medical  Sciences,  vol.  cxix.,  p.  702,1900,  also  "  Plasma  Cdla  in 
Liver,"  PorciU,  Ziegler's  Beitr.,  Bd.  xxx^'i.,  p.  375,  1904. 
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The  formation  of  new  connective-tissue  cells  may  be  large  or  it  may 
be  limited  to  the  production  of  a  single  pair  of  cells;  the  stroma  may  be 
scanty  or  abundant,  loose  or  dense;  the  process  is  essentially  the  same, 
namely,  the  division  of  cells  by  mitosis,  and  the  formation  by  them,  or 
under  their  influence,  of  more  or  less  fibrillar  stroma.  This  process,  it 
will  be  seen,  is  practically  identical  with  the  formation  of  fibrous  tissue 
in  the  embryo. 

But  here,  as  elsewhere,  the  character  and  extent  of  new  tissue  pro- 
duction are  largely  influenced  by  the  environment,  and  particularly  by 
the  nutritive  supply,  so  that  the  formation  of  new  connective  tissue  in 
any  considerable  amount  is  closely  linked  to  the  development  of  blood- 
vessels. 

The  Formation  of  Blood- Vessels. — The  formation  of  blood-vessels  in 
post-embryonic  life  is  believed  always  to  start  in  a  budding  or  sprouting 
of  the  endothelial  cells  of  pre-existing  capillaries.  The  sprouts,  directed 
outward  from  the  endothelia  of  the  capillaries,  consist  at  first  of  buds, 
then  of  slender,  conical,  or  filiform  projections  of  cytoplasmic  substance 


Fio.  48. — Developing  Blood-vessels  in  New-formed  Tissue. 

(Fig.  48).  Now  the  cytoplasm  of  the  cell  from  which  the  sprout  springs 
may  increase  in  amount  and  its  nuclei  divide  by  mitosis,  so  that  the  base 
of  the  sprout  may  consist  of  a  multinuclear  mass  of  cytoplasm  or  of  a 
cluster  of  new-formed  cells.  The  sprouts  may  extend  for  a  long  distance 
into  the  surrounding  region,  whether  this  be  already  organized  tissue 
in  which  the  vessels  are  increasing  in  number  or  unorganized  lifeless 
material  like  blood-clot,  which  is  to  be  replaced  by  new  living  structures. 
If  a  similar  process  be  in  progress  in  neighboring  vessels,  the  sprouts  may 
unite  at  their  extremities,  forming  a  slender  solid  protoplasmic  bridge 
from  vessel  to  vessel.  The  sprouts  now  become  thickened  and  gradually 
channelled  out  at  the  ba.se  by  pressure  of  the  blood  in  the  vessel  from 
which  they  spring.  The  blood  enters  these  lengthening  channels, 
forcing  its  way  along  them,  forming  a  lumen  as  it  goes.  Simultaneously 
with  this  advance  of  the  lumen,  new  nuclei  are  formed  by  division  of  the 
old  along  the  sides  of  the  vessel,  and    the    new  structure   gradually 
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assumes  a  distinctly  cellular  and  vascular  character.  At  length  the 
channel  is  complete:  the  new  vessels  liave  well-defined  endothelial 
walls  and  connective-tissue  cells  from  without,  or  new  connective- 
tissue  cells  which  have  been  formed  about  the  nuclei  of  the  protoplasmic 
sprout,  ranjre  themselves  outside  along  the  walls.  So  the  new  vessel 
takes  its  place  in  the  vascular  system  of  the  part.  Thus,  in  a  short  time, 
many  new  I )lo()d- vessels  may  form,  furnishing  nutritive  centres  about 
which  the  organization  of  tissue  proceeds. 

In  the  new  formation  of  arteries  it  is  believed  that  the  smooth-muscle 
tissue  is  formed  by  a  growth  along  the  develoj)ing  vessel  from  a  pre- 
existing artery. 

The  Formation  of  Lymph-Vessels. — The  formation  of  lymph  channels 
in  granulation  tissue  takes  place  in  the  same  way  as  that  of  blood-vessels, 
the  process  being  initiated  by  the  formation  of  buds  from  the  endothe- 
lium of  existing  vessels  which  push  their  way  out  into  the  new  tissue, 
gradually  acquiring  lumina  and  forming  anastomoses  with  other  trunks. 

Regeneration  of  Cartilage  and  Bone. — New  cartihKje   may  form  by 


Fig.  49. — Rkoknkration  of    F.\t  Tissue. 

The  new-formed  fat  cells  show  a  rim  of  cytoplasm  containing  the  nucleus,  which  has 
been  crowdetl  to  the  sides  of  the  cells  by  the  accumulating  fat. 

the  proliferation,  either  of  connective-tissue  cells  or,  to  a  slight  extent, 
of  cartilage  cells,  and  the  formation  about  the  now  cells  of  the  character- 
istic basement  substance.  It  is  the  connective-tissue  cells  of  the  peri- 
chondrium from  which  especially  new  cartilage  is  formed. 

The  new  formation  of  hone  under  pathological  conditions  is  not 
brought  about  by  the  ])one  cells,  but  by  the  development,  first,  from  the 
cells  of  the  periosteum  or  of  the  marrow,  of  a  cellular  connective  tissue, 
or  from  the  perichondrium  of  a  form  of  hyaline  cartilage.  From  these 
tissues,  by  processes  essentially  similar  to  those  in  the  embryonic  develop- 
ment, the  new  bone  is  formed  under  the  influence  of  osteoblasts  (see 
p.  S27). 

Regeneration  of  Lymph-Nodes. — Regeneration  of  lymph-nodes  may 
take  place  after  partial  removal.  This  appears  to  be  more  complete 
in  the  earlier  years  of  life.  After  extirpation  of  lymph-nodes  it  has  been 
shown  experimentally  that  new  nodes  may  form.  These  Bayer  believes 
develop  from  fat  tissue.     Further  studies  are  needed  in  the  regeneration 
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of  lymph-nodes  and  the  relationship  of  these  and  lymphatic  tissue  to 
fat  and  other  forms  of  connective  tissue.* 

Regeneration  of  Fat  Tissue. — Fat  tissue  may  be  formed  by  the  ac- 
cumulation of  fat  droplets  in  the  cells  of  various  types  of  connective 
tissue,  particularly  in  the  young  or  embryonic  forms;  but  adult  connec- 
tive tissue  may  change  directly  into  fat  tissue.  The  repair  of  fat  tissue 
takes  place  by  the  formation  of  young  fibrous  tissue,  whose  cells  and 
stroma  gradually  assume  the  type  of  fat  tissue.  The  cells  of  regenerat- 
ing fat  tissue  are  at  first  more  or  less  spheroidal,  and  remnants  of  the 
cytoplasm  may  be  seen  as  more  or  less  crescentic  masses  pressed  to  one 
side  by  the  accumulating  fat  (Fig.  49).  New  fat  tissue  which  replaces 
atrophied  organs  or  parts  of  organs,  such  as  kidney,  heart,  lymph-node^s, 
etc.,  is  formed  in  the  same  way.^ 

Regeneration  of  Blood. — The  formation  of  leucocytes  appears  to 
occur  chiefly  in  the  masses  of  lymphoid  and  myeloid  tissue  which  are  so 
widely  scattered  in  the  body  in  the  lymph-nodes,  in  the  spleen,  and  in 
the  bone-marrow.  The  polynudear  leucocytes  are  formed  in  the  bone- 
marrow,  but  their  development  may  be  completed  in  the  circulating 
blood.  Both  mitotic  and  amitotic  cell  division  are  to  be  observed  in 
the  new  formation  of  leucocytes,  but  the  exact  relationship  between 
the  new  cells  produced  in  these  two  ways,  and  their  respective  des- 
tinies, are  not  yet  very  clear.  Regeneration  of  red  blood  cells  seems  to 
occur  in  the  bone-marrow  through  mitotic  division  of  nucleated  forms. 
The  latter  may,  under  pathological  conditions,  appear  in  the  vessels  in 
varying  numbers  (see  Part  II.,  Chapter  I.). 

TRANSPLANTATION  OF  TISSUE. 

Transplantation  of  various  types  of  tissue  has  been  frequently  at- 
tempted, and  is,  on  both  theoretical  and  practical  grounds,  of  con- 
siderable interest.  Transplantations  have  been  successfully  made  from 
one  part  of  the  individual  to  another  or  from  another  individual  of  the 
same  species. 

A  variety  of  general  conditions  favor  successful  transfer.  The 
tissue  to  be  transplanted  must  be  alive  and  in  good  condition;  young 
tissues  are  more  readily  transferred  than  old;  the  site  to  which  the 
transfer  is  made  must  be  adapted  to  the  growth  of  the  graft.  A  great 
difference  is  observed  in  the  success  of  transplantation  of  various  types 
of  tissue.  Thus,  the  epithelium  of  the  skin  and  various  forms  of  con- 
nective tissue  may  be,  under  favorable  conditions,  readily  transplanted, 
and  produce  new  tissue  of  similar  type.  Thus,  deeply  implanted  epi- 
dermal tissue  may  grow,  and  produce  considerable  new  tissue,  especially 
in  the  form  of  cysts  resembling  either  simple  or  complex  dermoid  cysts. 
Experimental  transplantation  of  various  gland  and  other  special  forms 

*  Consult  for  bibl.  of  regeneration  of  lymph-nodes  and  lymph-vessels,  Afeyer,  Johns  Hop- 
kins Hosp.  Bull.,  vol.  xvii.,  p.  185,  1906. 

'For  a  study  of  regeneration,  inflammation,  etc.,  in  fat  tissue  see  Kraus,  Zeits.  f.  Heii 
kunde,  Bd.  xxvii.,  p.  243,  1906. 
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of  tissue,  such  as  portions  of  the  kidney,  liver,  sebaceous,  salivary  and 
mammary  glands,  testicles,  ovary,  periosteum,  bone,  and  cartilage, 
show  that  there  may  be  at  first,  if  the  conditions  be  favorable,  a  slight 
proliferation  of  the  transplanted  tissue  cells.  Together  with  this  growth 
in  the  better-nourished  parts  of  the  tissue  grafts  there  is  apt  to  be  a 
more  or  less  extensive  necrosis  of  other  portions.  But  the  proliferative 
activities  of  transplanted  gland  tissue  are,  as  a  rule,  not  permanent; 
they  presently  cease  and  sooner  or  later  these  tissues,  wath  necrotic 
portions  of  the  grafts,  are  absorbed. 

Transplantation  of  epidermis  for  practical  purposes  has  become  a 
part  of  surgery,  aiding  in  the  repair  of  surface  losses  of  skin.  The  graft 
properly  implanted  upon  the  granulating  surface  l)ecomes  closely 
attached  by  the  growth  into  it  of  new  connective-tissue  cells  and  blood- 
vessels. The  old  connective  tissue  of  the  graft,  as  well  as  most  of  the 
epithelium,  especially  the  superficial  layers,  usually  dies  and  is  cast  off 
or  absorbed,  while  new  epithelium  formed  from  the  remaining  cells 
makes  its  way  over  the  granulating  surfaces. 

In  transplantations  of  bone  the  grafts  seem  to  furnish  a  nidus  into 
which,  hand-in-hand  with  its  absorption,  new  bone  grows  under  the 
influence  of  osteoblasts  of  the  old  periosteum,  but  does  not  itself  appar- 
ently share  in  the  new  production  of  bone  tissue. 

Portions  of  the  thyroid  gland  have  been  successfully  transplanted 
from  one  animal  to  another  of  the  same  species.'  While  portions  of  the 
grafted  organ  are  apt  to  die,  the  remainder  has  been  found  to  produce 
new  typical  and  permanent  secreting  gland  substance.  Other  whole 
organs,  the  kidney  for  example,  and  segments  of  blood-vessels  have  been 
successfully  transplanted.* 


The  Impulse  to  Cell  Begeneration. 

While  we  can  thus  summarize  the  differing  capacities  of  the  body 
cells  for  regeneration;  while  we  know  many  of  the  general  conditions 
under  which  the  impulse  to  cell  proliferation  and  growth  is  manifested; 
while,  further,  we  have  learned  something  of  the  delicate  mechanism 
through  which  division  is  controlled  and  effected;  at  the  end  we  must 
acknowledge  that  we  do  not  know  why  cells  divide.  We  may  say  that 
it  is  due  to  a  chemical  or  a  mechanical  stimulus,  and  it  certainly  may  be 
associated  with  both,  or  that  increased  nutrition  favors  while  innutrition 
retards  cell  multiplication;  we  may  cite  direct  or  remote  injury,  or  talk 
of  the  inhibition  of  organic  control,  disturbed  tissue  equilibrium,  dimin- 
ished pressure,  reversion,  etc.,  but  when  all  is  said  we  are  forced  to  recur 

*For  study  of  transplantation  of  thyroid  8c?e  Patfr,  Arch.  f.  kiln.  Chir.,  Fkl.  80,  1906. 

'For  a  summary  of  observations  on  tLsHuc  transplantation  see  Ribberi,  "Allg.  Pathologie/' 
1905,  p.  297.  See  also,  for  transplantation  of  orgAns,  NichMs,  "Third  Report  of  the  Croft 
Cancer  Commission,"  Jour.  Med.  Res.,  vol.  xiii.,  p.  221.  1905.  For  transplantation  of  human 
ovaries  see  Cramer,  MOnch.  Med.  Wochenschr.,  Sept.  25th,  1906.  Sc*e  also,  for  transplanta- 
tion of  organs  and  bloo<l -vessels,  Carre/ and  Guthrie,  "  Surgery,  G>'necologjy  and  Obstetrics/' 
vol.  ii.,  p.  266,  1906;  Jour.  Am  Me<i.  Assoc.,  Nov.  25th,  1905;  Am.  Jour.  Med.  Sci.,  Feb., 
1006;   Science,  Mar.  9th,  1906,  and  April  13th,  1906. 
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to  some  unknown  factor  in  the  inherited  constitution  of  the  cell  which 
determines  the  measure  and  character  of  its  response  to  the  most  varied 
influences. 

The  hypothesis  of  Ribbert,  in  accordance  with  which  the  capacities 
of  cells  to  proliferate  and  grow,  so  manifest  in  embryonic  life,  are  held 
in  restraint  in  the  normal  adult  body  by  a  subtle  correlation  of  cells  and 
tissue,  is  most  suggestive  in  this  connection.  When  this  mutual  relation- 
ship is  disturbed,  as  is  the  case  under  many  of  the  conditions  in  which 
regeneration  takes  place,  the  cells,  in  the  conception  of  Ribbert,  are 
freed  from  certain  at  least  of  their  organic  restraints.  These  restraining 
conditions  he  calls  "  tissue  tension,^'  meaning  thereby,  however,  some- 
thing more  complex  and  subtle  than  simple  physical  tension.  Thus,  free 
to  exert  their  primitive  capacities,  formerly  held  in  restraint  by  the  en- 
vironment, we  can  conceive  how  cells  proliferate  and  new  tissues  are  formed 
in  the  regenerative  processes  without  assuming  the  acquirement  of  any 
new  capacities  and  without  the  assumption  of  vague  and  special  stimuli.^ 

According  to  this  conception,  then,  the  regenerative  processes  lead- 
ing to  the  formation  of  new  cells  and  tissues  are  not  brought  into  play 
by  stimuli  furnished  by  injuries — the  so-called  "  formative  stimuli  " 
of  an  earlier  time.  But  new  cells  and  tissues  form  as  the  result  of  the 
release  of  inherent  capacities  of  cells  normally  held  in  restraint  after 
the  developmental  period,  by  their  associations  as  parts  of  an  organism. 
Thus,  when  conditions  of  nutrition,  pressure,  organic  association,  pos- 
sibly of  protoplasmic  continuity  or  of  nerve  correlation,  are  disturbed, 
for  example,  through  trauma,  poisons,  degenerations,  prolonged  hyper- 
semia,  and  various  other  vascular  and  nutritive  cellular  disturbances, 
the  leash  of  organic  control  is  loosened,  and  the  primitive  capacities 
of  the  cells  are  temporarily  free  to  act.  But,  as  we  have  seen,  this 
resumption  of  an  abeyant  potency  in  the  ordinary  processes  of  repair 
is  not  limitless  and,  sooner  or  later,  the  old  controlling  relationships 
of  organic  associations  are  re-established  and  the  reparative  activities 
cease.' 

In  a  later  chapter  we  shall  see,  in  discussing  tumors,  how  a  more 
complete  and  lasting  emancipation  of  certain  cells,  from  the  restraints 
imposed  by  organic  association,  may  possibly  lead  to  most  significant 
and  baleful  consequences  in  the  formation  of  malignant  tumors  (see 
p.  333). 

*  For  a  ritumi  of  Ribbert's  hypothesis  and  its  applications  to  regeneration,  hjrpertro- 
phy,  etc.,  see  Rtbberi,  "  Allgemeine  Pathologic,"  2d  Ekl.  1905;  also  references  under  "Origin 
of  Tumors,"  p.  333. 

See  also,  for  summary  of  a  new  phase  of  research  and  interpretation  in  the  nature  of 
the  ''formative  stimulus"  involved  in  artificially  induced  cell  division  and  artificial  par- 
thenogenesis, Loe6,  "  Studies  in  General  Physiology,"  p.  253.  For  general  bibliography  of 
regeneration,  compensatory  hypertrophy,  etc.,  see  Aschcff,  Lubarsch  and  Ostertag's  Ergeb- 
niflse,  Jahrg.  v.  for  1898,  p.  22.  For  a  full  consideration  of  the  subjects  dealt  with  in  this 
chapter  consult  the  general  pathology  "Les  Processus  G^n^raux "  of  ChanlemeMe  and  Pod- 
wyuottkyt  1901. 

'  For  a  consideration  of  the  bearing  of  this  hypothesis  on  compensatory  hypertophy,  see 
Ribbert,  "  Lchrbuch  der  aUg.  Pathologic,"  1905,  p.  315. 


CHAKPER  V. 

INFLAMMATION. 

General  Considerations. 

Thk  conception  of  inflammation  was  on«;inally  a  clinical  one  in  which 
the  process  was  marked  by  special  symptoms — redness,  heat,  swelling, 
pain,  and  impaired  function.  This  conception  was  fjradually  enlarged 
to  em])race  the  new  formation  of  tissue  which  mi<iht  he  associated  with 
or  follow  these  symptoms,  or  which  mijrht  he  independent  of  them. 
After  the  knowledge  of  the  importance  of  the  cell  l>ecame  general  it 
was  upon  the  formation  and  accunmlation  of  cells  and  other  substances 
that  attention  was  esperially  fixed.  Finally,  the  processes  and  structural 
alterations  embraced  in  the  conception  of  iuflammation  became  so 
varied  and  complex  that  a  definition  or  even  a. characterization  seemed 
not  only  difficult,  but  wellni^h  impossible. 

It  is  only  within  the  past  decade  or  two  that  the  processes  and  lesions 
involved  in  inflammation  have  been  seriously  considered  in  the  light  of 
comparative  pathology  and  as  biological  problems  divorced  for  purposes 
of  research  from  the  dominance  of  traditional  clinical  conceptions.  In 
view  of  our  increased  knowledge  of  the  structure  of  cells  and  of  the  im- 
pulses immediate  and  hereditary  which  determine  their  performances,  it 
seems  possible  now  to  resolve  the  complex  processes  and  lesions  embraced 
in  the  general  notion  of  inflammation  into  more  simple  factors,  and  to 
arrive,  if  not  at  an  exact  definition,  at  least  at  a  reasonable  conception  of 
the  relationship  of  its  phenomena  to  each  other,  to  those  of  normal  physi- 
ology, and  to  other  phases  of  disease. 

With  this  end  in  view  it  seems  wise  at  first  to  rehearse  as  simply  and 
briefly  as  is  practicable  some  of  the  more  typical  of  the  phenomena  and 
lesions  which  are  commonly  grouped  under  the  term  inflammation. 

While  the  death  of  tissue  from  trauma,  and  degenerative  alterations 
in  the  tissues  in  the  presence  of  various  forms  of  poisons  are  often  impor- 
tant factors  in  the  inflammatory  processes,  we  shall  not  consider  them 
separately  here,  because  they  are  incidental  rather  than  inherent  and 
have  already  been  treated  in  the  section  on  Degenerations  and  Necrosis. 
But  it  should  be  noted  that  various  phases  of  albuminous  degeneration, 
local  or  general,  which  are  induced  by  the  poisons  of  the  pathogenic 
bacteria,  are  very  often  associated  with  inflammation,  and  not  infre- 
quently modify,  or  may  even  determine,  its  occurrence. 

A  comprehensive  survey  of  the  conditions  under  which  inflammation 
most  frequently  takes  place  shows  at  once  that  it  is  almost  always  asso- 
ciated with  some  form  of  injury.  This  may  be  direct  trauma,  or  exces- 
sive heat  or  cold.     It  may  be  poisons  of  various  kinds — from  the  cruder 
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inorganic  poisons  inducing  immediate  and  gross  tissue  destruction  to  the 
subtle  toxic  substances  which  result  from  the  metabolism  of  micro-organ- 
iams  or  from  the  aberrant  metabolism  or  degeneration  of  the  body  cells 
themselves.  Dead  cells  or  tissues  or  foreign  substances  of  many  kinds 
within  the  body  are  common  incitants  of  the  inflammatorj-  processes. 

Let  us  now  look  at  some  of  the  ways  in  which  the  living  body  re- 
sponds to  injury,  and  first  at  an  injury  which  is  very  slight  and  simple. 

Types  of  the  Inflammatory  Beaction  of  the  Body  to  Injury. 

Injury  to  Non-Vascular  Tissue. — If  a  small  clean  cut  be  made  in  liv- 
ing fibrillar  connective  tissue,  not  involving  blood-vessels,  and  affecting 
only  the  cells  and  fibres  in  the  vicinity  of  the  incision,  and  if  the  sides 
of  the  wound  be  immediately  placed  and  held  together,  the  resulting 
changes  which  lead  to  the  complete  restitution  of  the  part  are  compar- 
atively simple.  A  small  quantity  of  fluid  which  oozes  from  the  tissue 
spaces  sticks  the  sides  of  the  cut  together.  Such  connective-tissue  cells 
as  have  been  seriously  injured,  especially  if  the  nuclei  have  suffered,  die 
and  disintegrate;  and  these,  to- 
gether   with    such    tissue  frag- 
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wound  firmly  together  (Fig.  50). 

Thus  with  but  the  slightest  amount  of  ti.ssue  destruction,  and  with 
no  involvement  of  the  blood-vessels,  a  simple  mechanical  injury 
may  be  made  good.  This  form  of  reaction  to  injury  of  living  tissue  is 
known  to  the  surgeons  as  healin^g  by  "  first  inlention."  The  mode  of 
healing  does  not  essentially  differ  if  there  be  a  slight  injury  to  the  blood- 
vessels. 

In  injury  to  a  non-vascular  part,  like  the  cornea,  for  example,  the 
primary  reaction  to  the  damage  manifested  by  the  fixed  connective- tissue 
cells  is  often  complicated  by  the  wandering  in  of  leucocytes  from  the 
conjunctival  blood-vessels  in  the  manner  indicated  in  the  next  section. 
This  participation  of  distant  blood-vessels  and  leucoctyes  is,  no  doubt. 
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incited  by  a  reflex  stimulation  of  the  nerves  of  the  blood-vessels,  and  may 
))e  fostered  under  certain  conditions  by  the  absorption  of  injurious 
substances  which  are  carried  to  the  nearest  blood-vessels  by  the  lym- 
phatics. Thus  it  is  that  in  injuries  to  the  cornea,  a  non-vascular  part, 
the  lesion  is  often  complicated  by  the  secondary  participation  of  the 
ailjacent  blood-vessels. 

Injury  to  Vascular  Tissue. — Let  us  now  look  at  the  effect  on  a  vascular 
tissue  of  an  injury  not  immediately  destructive.  For  this  purpose  the 
mesentery  or  the  bladder  of  a  curarized  frog,  drawn  out  upon  a  suitable 
plate'  upon  the  stajre  of  the  microscope  and  kept  moist  by  irrigation  with 
three-fourths-per-cent  salt  solution,  affords  a  succession  of  most  instruc- 
tive pictures.  The  mechanical  disturbance  of  the  organs  exposed,  desic- 
cation, and  a  variety  of  other  physical  and  chemical  vicissitudes  to 
which  they  are  subjected,  are  sufficiently  damaging  to  incite  a  complex 
train  of  responses  on  the  part  of  the  living  tissues. 

In  studying  the  circulation  of  the  blood  in  small  vessels  under  the 
microscope  it  should  be  rememl)ered  that,  while  the  walls  of  these  ves- 
sels are  made  up  of  living  tissue  and  are  capable  of  responses  by  move- 
ment or  1)V  structural  change  to  external  agencies,  whether  applied 
directly  or  through  the  nerves,  they  are  also  elastic  pipes  through  which 
fluid  flows,  and  that  both  pipes  and  fluid  are  subject  to  the  laws  of 
mechanics.  These  mechanical  laws  are  often  modified  in  expression, 
it  is  true,  by  the  subtle  energies  which  living  tissues  wield,  but,  as 
Thoma  more  than  any  other  has  shown,  they  are  not  to  be  ignored  by 
the  serious  student  of  the  living  body,  either  in  health  or  disease. 

In  the  bladder  or  mesentery  of  the  frog  the  arteries  and  veins  with 
their  connecting  system  of  capillaries  arc  clearly  seen.  When  the  cur- 
rent is  rapid  the  cells  of  the  blood  in  the  arteries  and  veins  are  gathered 
into  a  red  axial  mass  in  which  the  separate  cells  may  not  be  distinguish- 
able, owing  to  their  crowding  and  the  rapid  flow.  Outside  of  this,  against 
the  walls,  is  a  clear  marginal  zone  in  which  a  leucocyte  is  occasionally 
visible.  If  for  anv  reason  tlie  rate  of  flow  be  considerablv  diminished, 
the  leucocytes,  which  are  specifically  lighter  than  the  red  cells,  gather  in 
the  marginal  zone.  If  the  current  become  very  slow  or  be  arrested,  the 
marginal  zone  disappears  and  the  red  and  white  cells  intermingle.' 

Soon  after  the  exposure  of  the  bladder  or  mesentery'  the  tissues  be- 
come hypera'mic.  The  arteiics,  veins,  and  capillaries  dilate,  and  the 
blood,  encoimtering  less  resistance  from  the  walls,  flows  more  rapidly 
through  them.  This  increased  rapidity  of  the  blood  current  does  not, 
however,  last  long,  although  the  vessel  still  remains  dilated.  After  a 
variable  period,  owing,  it  is  believed,  to  changes  in  the  endothelia  of 
the  vessels,  the  blood  meets  with  so  much  resistance  that  it  flows  more 
slowly  than  under  normal  conditions.  Temporary  or  even  permanent 
stasis  may  occur  in  some  of  the  vessels,  but  this  is  not  a  constant  nor  a 

*  Sco  (Inscription  of  Thoma's  frog-plate,  p.  1 10. 

^  Thi.s  (iistribiition  of  the  blood  ih  almost,  if  not  wholly,  merhanieal,  and  may  be  simu- 
lated in  glass  tubes  with  a  fluid  in  which  lifeU^ss  partirli^s  of  different  spi^ific  graxnties  are 
suspended.  The  particles  of  the  lesser  specific  gravity  a8.suine,  when  the  flow  is  established, 
the  peripheral  portion  of  the  stream. 
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characteristic  occurrence.  White  blood  cells — leucocytes — now  begin 
to  accumulate  along  the  inner  walls  of  the  veins  and  to  become  fixed 
there,  so  that  after  a  time  the  whole  inner  surface  of  the  veins  may  be 
more  or  less  thickly  sprinkled,  and  even  closely  crowded,  with  adherent 
leucocytes.  These  may  either  He  firmly  against  the  endothelium  or  be 
dragged  slowly  along  by  the  current  of  blood  sweeping  past  them. 
Some  are  dragged  by  the  blood  current  into  pyriform  shapes,  showing 
that  they  are  adherent  at  a  small  point  only,  and  thus  they  may  be 
detached  from  the  wall  and  rejoin  the  circulating  blood.  They  may  by 
amrpboid  movement  crawl  slowly  along  the  interior  of  the  wall,  even 
against  the  current.  In  the  capillaries,  also,  a  similar  comportment 
of  the  leucocytes  may  be  seen. 

After  a  time,  which  varies  considerably — in  the  bladder  sometimes 
within  an  hour  after  its  exposure;  in  the  mesentery  usually  later — some 
of  the  leucocytes  commence  to  make  their  waj'  slowly  through  the  walls 
of  the  veins  and  capillaries.     At  first  a  little  shining  knob  appears  on 
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through  (he  w&lls:  nooie  are  WBiKlpriiig  away  tlirough  the  tiHiue  spaces.  There  has  been 
di&pedesU  of  a.  few  red  blood  cells, 

the  outside  of  the  wall  opposite  to  the  cell  which  is  sticking  within,  and 
this  outer  portion  grows  larger  as  the  part  still  within  grows  smaller, 
until  at  length  the  entire  cell  is  outside  of  the  vessel.  The  cell  now  may 
immediately  detach  itself  and  wander  o(T  in  the  tissue  spaces,  or  it  may 
remain  for  some  time  attached  to  the  outside  of  the  wall  (Fig.  51).  This 
passage  of  the  leucocytes  through  the  walls  of  the  capillaries  and  veins — 
it  does  not  occur  in  the  arteries — is  called  emiyralion.  The  emigrating 
cells  are  largely  the  polynuclear  leucocytes,  but  mononuclear  forms  and 
eosinophiles  may  also  pass  out  of  the  vessels. 

The  cells  pass  between  the  endothelia  through  the  cement  substance, 
which  apparently  is  in  some  way  changed  in  the  inflammatory  process. 
They  may  pass  through  very  rapidly,  but  usually  their  progress  is  slow 
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and  often  interrupted,  so  that  cells  may  be  seen  motionless  for  a  long 
time  in  various  stages  of  progress  through  the  walls.  A  half  minute,  or 
even  less,  may  suffice  for  their  passage,  or  they  may  be  hours  about  it. 
Thus,  after  a  variable  time,  if  the  conditions  have  been  favorable,  the 
tissues  immediately  around  the  capillaries  and  veins,  and  even  those 
somewhat  remote  from  them,  may  be  more  or  less  densely  crowded  with 
leuporytes,  some  motionless  and  in  the  spheroidal  form,  others  moving 
about  throujth  the  tissue  spares  (Fig.  52).  Leucocytes  may  pass  out  of 
the  tissues  on  to  free  surfaces  of  the  inflamed  part,  or  they  may  wander 
into  the  lymph-vessels  and  so  re-enter  the  circulation. 

It  is  probable  that  the  emigration  of  the  leucocytes  is  due  in  part  to 
a  sort  of  filtration  process  with  which  the  pressure  of  the  blood  within 
the  vessels  is  concerned,  and  also  to  capillary  attraction  at  the  point  of 
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emergence.  But  the  inherent  contractility  of  the  cells  themselves  forms, 
doubtless,  a  very  important  factor.  That  in  most  cases  ckemotaxis  plays 
a  significant  part  in  directing  the  course  of  the  leucocytes  seems  to  be 
well  established,  and  it  is  largely  to  this  agency  that  the  gathering  of  leu- 
cocytes is  due  in  the  vicinity  of  the  deleterious  substances  which  incite 
inflammation. 

In  regard  to  chemotaxis  it  should  be  said  in  brief  that  the  direction  of 
locomotion  in  protophism  may  be  determined  by  chemical  substances  io 
the  vicinity.  This  is  the  case  not  only  in  the  lower  forms  of  life,  as  in 
certain  bacteria  and  protozoa,  but  also  in  such  cells  of  higher  organisms 
as  have  retained  a  certain  independence  of  locomotion,  for  example,  in 
the  leucocytes  and  certain  cells  of  the  connective  tissue.  To  this  form  of 
response  to  external  agencies  the  name  cheinolaxix  has  been  applied.  In 
some  cases  the  effect  of  chemical  agents  in  the  environment  ia  not  to 
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attract,  but  to  repel,  protoplasm.  This  has  been  called  TtegcUive  chemo- 
taxis.  Chemotaxis  and  certain  allied  responses  to  outside  influences 
have  been  found  to  play  an  important  r61e  in  health  as  well  as  in  some 
forms  of  disease,  and  have  been  the  subject  of  much  careful  study," 

If  we  return  now  to  our  observation  of  the  living  mesentery  it  will  be 
found  that  while  emigration  of  leucocytes  is  going  on,  the  red  blood  cells, 
although  for  the  most  part  carried  along  as  usual  in  the  current  of  the 
veins  and  through  the  capillaries,  still  often  find  their  way  in  small,  and 
sometimes  in  very  large,  numbers  into  the  surrounding  tissues.  They 
are,  it  is  believed,  carried  passively  through  the  cement  substance  be- 
tween the  endotheiia  by  minute  streams  of  fluid  which  under  these 
conditions  are  flowing  in  abnormal  quantities  through  the  walls.  This 
extravasation  of  the  red  blood  cells  is  called  diaiiedesis.  It  appears  to 
follow  the  emigration  of  the  leucocytes,  which  seems  in  some  fashion  to 
prepare  the  way  for  the  more  mechanical  exit  of  the  red  cells. 

By  this  time  it  will  be  usually  found  that  the  tissue  around  the  ves- 
sels is  somewhat  swollen  and  more  succulent  than  normal,  and  fluid  may 
be  poured  out  on  the  free  surface.  The  fluid  which  thus  gathers  is  called 
serum.  It  is  similar  to  the  simple  non-inflammatnry  transudates,  ex- 
cept that  it  is  richer  in  proteids  and  is  mixed  with  cells.  This  serum  has 
passed  out  of  the  blood-vessels  along  with  the  blood  ceils,  and,  as  its 
composition  differs  somewhat  from  that  of  blood  plasma,  it  is  evident 
that  it  has  undergone  a  change  as  it  passed.  The  way  in  which  this 
alteration  in  the  composition  of  the  blood  plasma  occurs  as  it  passes 
through  the  walls  of  the  vessels  and  becomes  the  serum  of  exudation,  we 
do  not  understand.  But  it  is  probably  due  to  metabolic  processes  in 
the  endothelial  cells  by  which  what  has  been 
called  a  "  selective  filtration  "  is  secured. 

The  fluid  exudate  contains  fibrinogen- 
ous  substance,  and  from  this,  when  the 
conditions  are  favorable,  fibrin  may  be 
formed  (Fig.  5.1)  by  a  change  similar  to 
that  which  occurs  in  the  coagulation  of 
the  blood.  The  leucocytes  which  wander 
into  the  tissue  spaces  outside  the  vessels 
may  encounter  conditions  inimical  to  life, 
from  innutrition  or  from  the  presence  of 
deleterious  substances,  and  thus  these  and 
other  cells  furnish,  as  they  die  and  disintegrate,  the  fibrin  ferment  es- 
sential to  coagulation.  Clusters  of  fibrin  fibrils  may  thus  often  be  seen 
surrounding  dead  and  disintegrating  cells  (see  Fig.  54).' 

If  at  this  time  the  exposed  bladder  or  mesentery  of  the  frog  be  re- 
stored to  the  abdominal  cavity  and  the  animal  placed  under  favorable 

'  For  ft  fuller  considenttion  of  clicmotoxis,  with  bibliography,  conciult  Davenport,  "Ex- 
petimeiital  Morphology,"  Part  I.,  p.  32  tt  srq.  For  the  forms  of  leucorytea  vhich  emigral« 
nnder  v»rioii»  conditions  see  Adlrr.  A.  Jacobi's  Festsclirift,  1900,  p.  309. 

'  For  a  diKuasion  of  the  rclalicinship  of  fibrin  formation  to  cells  which  may  furnish 
>  nibatance  inducing  coagulation  sec  Hauter,  Virch.  Arch.,  Bd.  cliv.,  p.  335,  189S;  alao 
Arnold,  Cbl  t.  Path.,  Bd.  x.,  p.  313,  1899. 
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conditions,  the  reaction  of  the  vessels  ami  cells  to  the  unusual  environ- 
ment may,  if  the  iiijurj'  have  not  l>een  too  severe,  gradually  sul)side. 
The  circulation  is  then  re-established,  the  scrum  is  absorbed,  the  leuco- 
cytes which  have  not  come  out  upon  the  surface  or  died  in  the  tissue 
spaces  may  re-enter  the  lymphatics.  Fil>rin.  if  this  have  been  formed, 
and  red  blood  cells  which  have  escaped  from  the  circulation  are  dis- 
posed of  under  the  influence  of  ferments  which  leucocytes  furnish  (see 
p.  105),  or  may  be  carried  off  by  (he  waiiJerinR  leucocytes;  or,  as  is  not 
infrequently  the  case,  blood  pigment   resulting  from  the  reduction  of 


the  ha'moglobin  which  leaves  the  red  blin)d  celts  by  osmosis  may  remain 
for  some  time,  in  situ,  as  the  only  mark  of  an  earlier  active  inf1ammator>' 
process. 

Thus  in  the  living  animal '  we  can  learn  by  direct  observation  the 
way  in  which  the  serum,  fibrin,  and  red  anil  white  Mood  cells  get  into 
tissues  and  upon  free  surfaces  in  certain  forms  of  injurj-  involving  the 
blood-vessels. 

We  can  see  also  by  this  experimental  observation  just  what  the 
factors  are  whicii  induce  the  so-called  "cardinal  symptoms"  of  inflam- 
mation— the  redness  and  heat  due  to  hyperemia:  the  swelling  to  ac- 
cumulation of  exudate;  the  pain  to  pressure  on  the  nerves;  and  the 
impaired  function  to  the  disturbances  of  nutrition  to  which  all  of  these 
factors  contribute.  The  materials  gathering  in  or  upon  the  tissues 
under  these  conditions  are  called  cxu<lales,  and  this  phase  of  inflamma- 
tion is  commonly  called  cxiidatire  itt/i<u»mallon. 

Hand-in-hand  with  these  changes  whicli  arc  directly  associated  with 
lesions  of  the  blood-vessels,  there  occur  alterations  of  the  cells  of  the 
aflectcd  part,  which  are  not  readily  observed  in  the  experimental  animal, 
especially  of  the  connective-tissue  cells.  These  may  suffer  regressive 
changes — albuminous  or  fatty  degeneration  or  necrosis;  or,  on  the  other 
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hand,  they  may  undergo  progressive  changes.  The  bodies  may  swell; 
mitosis  occurs;  and  they  may  divide.  This  may  take  place  in  the 
cells  of  the  fibrillar  connective  tissue  and  in  the  endothelium  of  the 
blood- and  lymph-vessels.  The  new  formed  cells  maj' detach  themselves 
from  their  original  site  and  join  the  leucocytes  as  wandering  cells.  If 
there  are  small  islets  of  lymphoid  tissue,  such  as  are  widrly  scattered 
through  the  body  (see  p.  442),  these  may  show  hyperpla.sia,  and  appear 
as  clusters  of  small  spheroidal  cells  with  large  deeply  staining  nuclei  and 
a  small  amount  of  cytoplasm.  These  clusters  of  small  cells  resembling 
lymphocytes  are  especially  noticeable  in  the  vicinity  of  the  lymph 
channels  near  small  blood-vessels. 

Let  us  now  look  at  the  effect  upon  a  living  vascular  tissue  of  injury 
iaflicted  in  a  different  way. 

Injury  from  Micro -organisms. — Suppose  we  inject  into  the  ear  vein 
of  a  rabbit  a  small  amount  of  a  pure  culture  of  a  well-known  and  very 
common  micro-organism,  Streptococcus  pyogenes.     Little  masses  of  the 
living  germ  will  enter  the  heart  and  be  driven  out  again  through  the 
arteries  in  whose  smaller  twiglets  or  in  the  capillaries  some  of  them  will 
lodge  as  emboli.     Here  in  the  living  tissues  the  bacteria  may  find  jood 
nutrient  conditions  and  i^eg  n  to  p  ol  fe  ite     n    Cis  n     so    ap  dl      n 
number  that  they  may  distend  the    essel     n  wh    h    he     I         If  after 
twenty-four  hours  the  animal  1  e  k  lied   an  t  one  ex  m  ne  the  o  gans   n 
which  the  bacterial  emboli  ha  e    augl  t  and  g  o    n^  n  the  I    e      fo 
example — he  finds  small  blood 
vessels  here  and  there  distended 
with  bacteria.     But  the  paren 
chyma   and   interstitial   tissue  > 

about  them  appear  to  be  n  ^^ 
tact  (Fig.  55).  If,  howe  e  f^ 
the  animal  be  allowed  to   I  ve       g^  '•  ** 

longer — say  two  or  three  days      §^^ 
— before  the  examination,  the       ^  * 
condition  of  the  tissue  aijout  the 
growing  bacterial  mass  in  the 
typical  course  of  events  shows         * 
marked  and  significant  alte  a  *, 

tion.     Immediately  around  the  * 

bacteria  the  nuclei  fail  to  t  ke 
the  nuclear  stains  (Fig.  56) ;  the 

cytoplasm  is  unusually  granu        F  a  65  — B  cteh       Emb  he  l     b 

lar  or  fallen  into  fragments  '"'''^^  "^  ''ew^  "  "'  "  "h" 
These   are   the   marks  of   cell  p»a  a  g 

death,  and  from  the  situat  on 

of  this  area  of  dead  tissue  about  the    olony  of  g  o     ng  I      te  e     aj 

infer— and  the  inference  is  confirmed  by  a  host  of  tests  and  observations 
— that,  in  growing,  the  bacteria  have  set  free  in  the  tissue  about  them 
some  chemical  substance  whose  presence  is  incompatible  with  the  contin- 
uance of  the  life  processes  in  the  liver  cells,  which  in  fact  has  killed  them. 
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But  ver>-  soon  the  tissues  near  by  show  a  different  sort  of  reaction  to 
this  active  poison  set  free  upon  the  spot.  LeucofVtes  gather  on  the 
bordera  of  the  necrotic  area  ami  may  form  a  dense  ensheathing  mass 
about  it  (Fig.  57).  If  we  look  for  the  origin  of  these,  we  find  that  close 
outside  the  area  of  dead  tissue  and  among  tlie  gathered  leucocytes  the 
smaller  blood-vessels  are  dilat- 
ed, overfilled  with  blood,  and 
such  marks  of  the  emigration 
of  leut'orytes  as  a  tissue  re- 
moved from  the  animal  and 
prepared  for  examination  may 
show  are  unmistakable.  Not 
infre<|uent ly  extravasated  red 
blood  rells  and  fibrin  and  a 
distention  of  the  tissue  spaces 
with  fluid  still  further  charac- 
terize the  process  as  exudative 
inflammation. 

It  was  observed  in  the  ex- 
posed mesentery  or  bladder  of 
the  frog  that  the  leucocytes, 
once  outside  the  vessels,  wan- 
dered off  in  various  directions 
in  the  ti.'^oues,  some  to  the  sur- 
nwmtic  livprctlls about  tlif  growing iousm .if  icmtL.  face,  somc  to  the  lymph- Vessels, 
and  some  far  from  the  veins  or 
capillaries  from  which  they  emergeil.  T.'ot  so  here.  The  extravaacnlar 
leucocytes  gather  close  in  the  txirder  /<)ne  of  the  necrotic  area  or  enter 
it.  And  we  may  usually  sec  in  the  outer  parts  of  such  an  area  of  dead 
tissue  scattered  leucocytes  which  are  themselves  undergoing  changes  in- 
dicating the  death  of  the  cell.  They  too  have  encouniered  the  poison 
set  free  by  the  growing  bacteria. 

The  changes  which  have  just  been  Jescribrd  as  the  result  of  experi- 
ment in  the  animal  are  practically  identical  with  those  occurring  in  man 
as  the  retiult  of  accidental  inoculation. 

If  the  process  continue,  one  may  find  on  later  examination  that  the 
dead-tissue  mass  has  softened  through  the  action  of  proteolytic  enzymes 
developed  on  the  spot  (see  p.  105),  the  bacteria  are  scattered,  and  the 
whole  central  porti<in  may  be  occupied  liy  a  grayish  or  yellowish  grumous 
or  fluid  mass  of  dead  cells,  cell  detritus,  albuminous  and  tatty  gran- 
ules, bacteria  ami  leucocytes  in  various  stages  of  necrosis  and  disinte- 
gration. 

Such  a  localized  result  of  exudative  inflammation  with  death  and  dis- 
intcgraiioii  of  tissue  is  called  an  aftwrcsvi;  the  material  which  it  contains 
is  called  pw.  For  a  more  detailed  considerati()n  of  suppuration  and  the 
characters  of  pus  see  p.  202.' 

'  V<,T  a  r.-umf   at  fomis  i.f  exudate  <riJ8.  nidi  bihl.,  -n-e  II.II-,.  ZI.-kI.t'-  llpitr.  t.  Path. 
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The  changes  by  which,  if  the  animal  survive  the  formation  of  abscess, 
the  active  processes  are  brought  to  a  standstill  and  repair  is  effected,  we 
need  not  now  follow.  But  it  concerns  us  here  to  appreciate  that  this  is 
a  type  of  one  of  the  most  important  phases  of  the  inflammatory  process; 
a  phase  in  which  a  poison  produced  in  the  body  by  the  metabolism  of 
micro-organisms  incites  a  complex  train  of  active  and  passive  tissue 
changes. 

Instead  of  forming  abscesses  with  softening  of  the  tissue,  the  pus 


The  bacteria  are  wallored  in  i 

massea,  the  liver  cells  about  them  are  necrotic 

.  while 

rocytea  have  gathered  in  large  nui 

mbers  within  the  necrotit  area.      With  slight  1 

further 

integntioD  this  maaa  of  dead  livei 

■  lisaue  and  pus  cells  would  form  an  abscesB. 

cells  and  other  exudates  may  be  distributed  diffusely  through  the  inter- 
stices of  the  tissues,  forming  a  so-called  pitnilcnt  infiltration. 

A  narrow  canal  leading  to  a  focus  or  area  of  inflammation  is  called  a 
fistula. 

In  our  study  of  illustrative  phases  of  inflammation  we  now  turn  to 
the  processes  by  which  repair  of  injured  tissues,  after  more  or  less  in- 
volvement in  the  inflammatory  phenomena,  are  brought  al>out. 

Resolution  in  Inflammation. — In  many  cases  of  exudative  inflam- 
mation, after  the  subsidence  of  the  active  changes  in  the  blood-vessels, 
the  exudates  are  entirely  though  often  very  slowly  alxsorbed,  and  the 
tissue  returns  to  its  normal  condition;  thb  is  called  resolution. 

If  many  new  connective- tissue  cells  have  have  been  formed,  these 
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may  produce  fibrils  and  thus  a  (.-ertuin  amount  of  new  tissue  may  de- 
velop, CO  minimising  the  lilood  and  lymph  circulation,  so  that  for  a  long 
time  the  site  of  the  inflammation  may  l>e  swollen  and  hard. 

Under  certain  conditions,  on  the  other  hand — forexample,  in  the  case 
of  a  wound  with  loss  of  sul>stance,  or  in  an  acute  exudative  inflamma- 
tion of  a  serous  nieml)rane  in  which  the  surface  is  deprived  of  its  nor- 
mal mcsothelial '  covering,  or  in  the  healing  of  an  abscess — a  considera- 
ble amount  of  new  tissue  may  l>e  produced  through  the  agency  of  old 
cells  or  of  new  cells  furmed  in  the  inflammatory  process. 

We  will  now  consider  the  way  in  which  repair  of  a  wound  or  injury 
with  loss  of  tissue  is  effected. 


The  Healing  of  WonndB. 

The  way  in  which  new  inflammator>'  tissues  are  formed  may  be  best 
understood  by  following  the  process  of  healing  in  a  wound  with  loss  of 
substance — for  example,  in  a  wound  through  the  skin  or  a  mucous  mem- 
brane into  the  tissue  lieneath.  At  first  there  may  be  hjemorrhage. 
After  this  has  ceased,  the  injury  to  the  tissue,  the  unusual  exposure  of 


m^^->^^^S4*m 


ci'lk     Tlirn-  arp  few  mlcrcvUular  fibrils. 


deep-seated  parts,  the  presence  of  foreign  substances,  etc.,  may  induce 
the  same  series  of  events  which  we  have  seen  <)ccurring  in  exudative 
inflammation  with  production  of  serum,  fibrin,  and  pus.  The  biood- 
"  I   (Ulate,  the  circulation   Ijecomes  slower,  serum   transudes,  and 
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emigration  sets  in.  Certain  of  the  cells  and  fragments  of  intercellular 
substance  near  the  seat  of  injury  may  die,  and  in  time  are  cast  off  or  are 
disintegrated  or  dissolved  and  absorbed  or  otherwise  disposed  of  by 
phagocytes  (see  p.  9S).  The  tissue  may  become  soalced  and  swollen 
by  the  transuded  serum,  and  the  connective-tissue  cells  in  the  vicinity 
may  undergo  proliferative  or  degenerative  changes. 

Granulation  Tissue. — After  a  variable  time,  usually  on  the  second  or 
third  day  if  all  goes  well,  the  surfaces  of  the  wound  may  be  more  or  less 
covered  with  tiny  red  nodules  called  granulations.  These  granulations 
contain  numerous  thin-walled  blood-vessels  which  have  sprouted  out 


formiDg, 


from  the  old  vessels  near  the  seat  of  injury,  and  around  these  a  new 
loose,  succulent  tissue  is  formed,  largely,  it  is  believed,  from  prolifer- 
ation of  connective-tissue  cells.  This  is  called  granulation  tissue  (Fig. 
58).  On  the  surfaces  of  the  granulations  are  usuallj'  pus  cells  in  vary- 
ing quantity,  or  the  granulations  may  be  more  or  less  covered  with 
dried  exudate.  The  way  in  which  the  new  blood-vessels  form  by  proto- 
plasmic sprouts  from  the  old,  and  the  manner  in  which  connective 
tiasue  develops  from  older  connective-tissue  cells,  have  been  already  de- 
scribed in  the  section  on  Regeneration.  Let  it  suffice  here  to  say  that 
the  cells  of  the  granulation  tissue  are  at  first  mostly  small  and  spher- 
oidal or  polyhedral,  and  are  usually  packed  closely  together  with  only  a 
small  amount  of  fluid  intercellular  substance.  Presently  some  of  the 
cells  become  larger  and  polyhedral,  elongated,  fusiform,  or  branched, 
and  after  a  while  a  delicate,  fibrillar  intercellular  substance  makes  its 
appearance  about  them  and  grows  more  and  more  abundant  (Fig.  59). 
These  larger,  variously  shaped  cells,  which  appear  to  be  formed  out  of 
the  small  spheroidal  or  indifferent  cells  of  the  granulation  tissue,  are 
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usually  granular,  and  the  nucleus  is  generally  large  and  distinct.  Some 
of  these  larger  cells  which  seem  to  he  more  or  less  directly  concerned  in 
the  formation  of  intercellular  fibres  are  called  fibroblasts  (Fig.  60). 

As  the  granulation  tissue  grows,  new,  small  spheroidal  cells  are  gath- 
ering by  proliferation  or  by  continued  emigration.  Some  of  these  par- 
ticipate in  the  formation  of  the  granulation  tissue,  while  others,  not  find- 
ing conditions  suitable  for  their  fur- 
ther development,  or  even  for  their 
continued  existence,  die  and  pass  otT 
on  the  surface,  together  with  some 
transuded  fluid,  as  pus. 

The  polynuiiear  leucocytes  do  not 
apparently  share  in  the  formation 
of  new  tissue.  Whether  this  is  large- 
ly or  wholly  derived  from  small 
spheroidal  cells  which  may  result 
from  prohferationof  old  connective- 
tissue  cells,  or  whet  her,  as  is  now  con- 
fidently claimed  by  many  observers, 
the  emigrated  lymphocytes,  assuming  the  characters  of  "  plasma  cells  " 
(see  p.  73),  may  be  also  concerned,  is  not  yet  certain. 

Cicatricial  Tissue. — The  new  tissue  gradually  becomes  more  and  more 
dense,  the  inlercellidar  substance  more  abundant,  while  the  cells  decrease 
in  number  and  become  flatter  and  less  conspicuous.  The  epithelium  may 
now  grow  over  from  the  sides,  forming  by  mitosis  from  the  old  epithe- 


tormed    inter- 


here  Kui  IcWB  of  t<uhstBn<K' — miiwle,  fibrous  fi^sup.  uiil  KurTsce  epilheliuin.  The  lort 
lias  been  [vplaped  by  (he  vascular  Kraniilatioo  tituiue,  wliirb  is  ukliwt  and  mont  dense 
deeper  iwrtion,  while  on  the  surfaec  ia  a  layer  of  IiMwue  detrituw,  puH  cellB.  etc..  pttrlly 
mil  ftimiinj"  a  srab  over  the  granulations.  New  epithelium  is  pressing  fomrard  from 
I  at  tiie  edges  o\er  the  surface  of  the  new-formed  tissue. 


liiim  at  the  edges  of  the  wound  (Fig,  61),  and  finally  cover  the  new 
vascular  tissue.  The  new  tissue,  having  at  last  undergone  more  or  less 
shrinkage,  with  atrophy  of  the  blood-vessels,  consists  of  a  dense,  firm 
mass  composed  largely  of  fibrillar  basement  substance  with  a  few  flat^ 
tened  cells  (Fig.  62J;   and  with  this,  which  is  the  cicatrix,  the  healing  is 
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complete.  The  cicatricial  tissue  in  its  shrinkage,  as  it  becomes  more 
fibrillar  and  denser,  often  brings  about  considerable  distortion  of  ad- 
jacent parts. 

Variations  in  the  Healing  Process. — Although  in  the  production  of  new 
tissue,  in  connection  with  or  following  exudative  inflammation,  essen- 
tially the  same  processes  are  in- 
volved in  all  cases,  there  are  yet 
very  marked  differences  in  the 
degree  in  which  the  different 
factors  share.  Thus  the  vascu- 
lar and  exudative  phenomena 
may  predominate  and  very  large 
quantities  of  serum,  fibrin, 
pus  collect,  while  the  amount  of 

new-formed  tissue  may  be  insignificant.  The  production  of  a  large 
amount  of  exudate,  particularly  of  pus  cells — suppuration — usually 
marks  the  presence  of  micro-organisms  whose  locally  elaborated  poison.s 
complicate  or  retard  the  healing  process. 

In  other  cases  the  formation  of  new  tissue  is  the  dominant  feature, 
and  the  production  of  exudates  seems  to  be  almost  entirely  subordinated 
to  this  end. 

The  process  of  repair  which  is  complicated  by  exudative  infiammation 
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F  a   63  —Ex  debait  Oran  tlat  o 
From  the  umer  surface  of  b  grsnula    ng  o  snan  con  a  n  ng  pus      The  tissue  be- 

tween the  new  cap    anes  is      fo  med  ce<    ma  oil   and  B  »        a   n  oa   of  «hic)i  have 

undergone  fatty  degeneni  on 

or  effected  onlv  by  the  gradui!  forn  at  on  of  a  cons  derable  an  ount  of 
new  tissue  is  called  I  y  surgeons /leo/inybv    second    tie  ton 

The  dist  nction  between  heal  ng  b>  first  and  second  mtent ion,  which 
is  of  practical  importance  n  t.  rger  s  fron  the  patholog  al  stand- 
point, only  a  quantitative  one:  for  the  restitution  of  the  parts  to  the 
healthy  condition  is  in  both  cases  brought  about  by  exudation,  and  prolif- 
eration of  cells  usually  under  the  influence  of  vascular  changes ;  but  in  one 
case  the  latter  changes  are  very  slight,  in  the  other  more  or  less  extensive. 
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There  is  much  variation  in  the  formation  of  granulation  tissue.  Thus, 
sometimes  the  body  cells  respond  but  feebly  to  the  unusual  conditions, 
and  neither  cell  proliferation  nor  blood-vessel  growth  is  active.  On  the 
other  hand,  the  development  of  blood-vessels  may  be  excessive,  while 
other  tissue  formation  lags.  Under  these  conditions,  loops  and  tangles 
of  thin-walled,  lontorted  new  vessels  may  project  from  the  granulating 
surface,  while  useful  tissue  formation  remains  in  abeyance,  or  the  new 
cells  undergo  fatty  or  other  forms  of  degeneration  (Fig.  63).  The  result 
of  this  disproportionate  growth  of  ill-formed  hlond-vessels  is  the  exuber- 
ant granulations  {"  proud  flesh  ")  which  the  surgeon  frequently  removes 
from  unhealthy  healing  surfaces." 

Cavities  formed  by  abscesses  or  by  necrosis  in  any  part  of  the  Iwidy 
may  l«  filled  up  and  their  sides  drawn  together  in  a  cicatrix,  by  the 
formation  of  a  prox'isional  muss  of  granulation  tissue  similar  in  charac- 


■lOX  (IF  EptTHKLIVH  OVUR  H|-pKRFICIAt.  WdVND  OF  COBNBA — RaBBIT. 

Tht'  new  epitliplium  haa  been  fomiMl  in  exreaa. 

ter  to  that  which  grows  in  external  wounds.  So,  similarly,  cysts  may  be 
obliterated  and  ulcers  partially  filled  and  drawn  into  cicatricial  healing. 
Large  free  surfaces,  like  the  pleura  and  the  peritoneum,  may,  through 
the  intervention  of  granulation  tissue,  pass  from  the  denuded  condition 
of  an  active  exudative  inflammation,  either  with  or  without  adhesions, 
into  a  condition  which,  though  by  no  means  a  return  to  the  normal,  we 
yet  designate  as  repair. 

The  so-called  organization  of  a  thrombus  in  a  blood-vessel  is  brought 
about  by  processes  practically  identical  with  those  which  have  just  been 
descril>ed  in  the  formation  of  new  tissue  in  reparative  inflammation  in 
an  external  wound.  The  en<lotheiial  cells  of  the  vessels  and  the  con- 
nective-tissue cells  in  their  walls  proliferate,  new  biwKl-vessels  develop 
by  sprouts  from  the  already  existing  smaller  vessels  in  their  walls  or 
close  about  them.     The  new  cells  and  new  blood-vessels  thus  derived 

'  For  B  sporinl  study  uf  granulation  tisHue  sec  Heinbach,  Zipglcr's  Ucilr..  Bd.  xxx.,  p.  103, 
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gradually  penetrate  the  clot,  forming  new  connective  tissue,  which  re- 
places step  by  step  the  fibrin  and  blood  which  are  gradually  softened  by 
autolysis  and  absorbed  or  removed  by  phagocytes. 

The  part  which  the  thrombus  plays  in  its  so-called  organization  is 
thus  a  wholly  passive  one.  It  acts  only  as  a  temporary  supporting  text- 
ure for  the  development  of  the  new  tissue  derived  from  other  sources 
which  step  by  step  replaces  it. 

In  the  processes  of  repair  by  the  formation  of  new  tissues,  the  latter 
are  often  developed  in  excess,  the  overproduction  after  a  time  ceasing, 
and  the  normal  condition  is  restored.  Thus,  if  the  epithelium  be  scraped 
from  a  small  area  on  the  front  of  the  cornea  the  new  epithelium  which 
covers  the  injury  is  often  heaped  up  in  excess  (see  Fig.  64). 

Hsrperplasia  and  Interstitial  Inflammation. 

Hyperplasia  of  the  fibrous  interstitial  tissue  of  the  internal  organs  and 
other  parts  of  the  body — as,  for  example,  in  the  liver,  kidney,  heart, 
nervous  system,  etc. — is  of  frequent  occurrence  and  is  usually  associated 
with  changes  in  the  parenchyma.  In  some  cases  the  formation  of  fibrous 
tissue  clearly  follows  evident  and  often  acute  inflammatory  processes  and 
bears  the  same  relation  to  antecedent  reaction  to  injury  that  the  cicatrix 
in  a  healing  wound  does  to  the  granulation  tissue  from  which  it  is 
formed.  In  other  cases  it  is  associated  with  long-continued  hyperiemia — 
chronic  congestion — of  the  organ  involved.  Again,  gradual  hyperplasia 
of  the  interstitial  tissue  takes  place  by  the  slow  increase  of  cells  and 
stroma,  without  evidence  of  an  active  cell  proliferation  or  marked  in- 
volvement of  the  blood-vessels.  Finally,  hyperplasia  of  the  interstitial 
tissue  may  be  and  probably  usually  is  secondary  to  damage  to  or  atrophy 
of  the  parenchyma,  as  in  the  spinal  cord  after  degeneration  in  nerve 
tracts  or  in  the  heart  after  damage  to  the  muscle  fibres;  in  the  liver  and 
kidney  in  connection  with  atrophy  of  the  specific  epithelial  cells.  In 
such  cases  it  is  often  spoken  of  as  replacement  hyperplasia.  These  forms 
of  fibrous-tissue  hyperplasia  will  be  considered  with  more  detail  in  the 
sections  dealing  with  the  special  lesions  of  the  viscera.  They  have  all 
been  usually  regarded  as  marks  of  inflammation.  Some  of  them  un- 
questionably are  so;  concerning  others,  doubt  will  continue  until  our 
knowledge  as  to  their  excitants  considerably  increases.  In  the  mean  time 
the  term  fibrosis  is  sometimes  applied  to  the  results  of  fibrous-tissue 
hyperplasia,  though  this  is  still  most  commonly  included  among  the 
inflammatory  processes.' 

Those  important  phases  of  inflammation  which  are  due  to  damage 
from  special  forms  of  micro-organisms  will  be  considered  in  detail  in  the 
chapter  of  this  book  devoted  to  the  Infectious  Diseases. 

*  For  a  suggestive  and  interesting  consideration  of  the  relationship  between  inflam- 
mation and  various  forms  of  "fibrosis"  see  Adami,  Middleton  Goldsmith  Lectures,  Medi- 
cal Record,  March  14th  and  2l8t  and  April  4th  and  11th,  1896. 


96  INFLAMMATION 


Special  Phases  of  Inflammation. 

The  several  phases  of  the  inflammatory  process,  which  we  have  now 
considered,  are  fairly  typical  of  the  reaction  of  the  living  body  to  various 
forms  and  degrees  of  injur}'.  If  we  look  at  them  together  and  seek  to 
gather  their  dominant  features,  we  find  that  the  changes,  varied  as  they 
are  in  character  as  well  as  in  degree,  are  mostly  of  three  kinds:  first, 
those  involving  a  greater  or  less  amount  of  de^ieneration  or  necrosis;  sec- 
ond, those  involving  local  disturbances  of  the  circulation,  as  well  as 
alterations  in  the  distribution  and  character  of  the  fluid  and  cellular 
elements  of  the  blood — exudative  changes;  and  third,  regenerative,  produc- 
tive y  or  reparative  changes. 

Of  these  three  groups  of  alterations  in  inflammation  those  involving 
the  blood-vessels  and  their  contents  are,  in  a  clinical  sense,  most  striking 
and  characteristic,  and  to  many  seem  to  dominate  the  inflammatory  proc- 
esses. But  in  fact  all  are  closely  associated.  The  various  phases  of 
inflammation  depend  upon  the  nature  and  extent  of  the  injury,  the  in- 
herent reactive  vigor  of  the  cells,  and  the  character  and  position  of  the 
tissue  involved. 

Special  names  have  \^een  attached  to  various  forms  of  the  inflamma- 
tory process,  descriptive  of  the  feature  which  from  the  particular  stand- 
point of  the  observer  seems  most  striking  or  important.  Some  of  the 
names  are  descriptive  of  clinical  symptoms,  some  express  the  duration 
or  character  or  situation  of  the  lesion,  some  seek  to  imply  more  or  less 
well-founded  views  of  the  nature  of  the  process.  Thus  among  the  forms 
of  exudative  inflammation  those  in  which  the  extra vasated  serous  fluid 
is  the  most  marked  feature  are  often  named  serous  inflammations.  If 
fibrin  predominate,  it  is  called  fibrinous;  if  associated  with  much  blood 
extravasation,  it  is  termed  hwmorrhagic.  When  the  agencies  are  present 
which  induce  the  necessary  vascular  changes  and  promote  the  emigration 
and  gathering,  and  often  the  destruction,  of  leucocytes  in  considerable  or 
large  numbers,  we  have  a  suppurative  or  purulent  inflammation.  If  much 
tissue  death  be  associated  with  the  process,  it  is  named  necrotic  inflam- 
mation. 

Again,  if  certain  mucous  membranes  or  mucous  glands  be  subjected 
to  the  inciting  agencies,  they  may  respond  by  an  overproduction  of 
mucus  as  well  as  bv  an  increase  of  death  of  cells;  this  is  mucous  or 
catarrhal  inflammation.  In  inflammation  of  the  mucous  membranes 
fibrin  intermingled  with  other  exudate  sometimes  forms  more  or  less 
well-defined  and  often  tough  pellicles  or  membranes  upon  the  surface. 
This  is  called  pseudo-mcmhranous  inflammation.  Finally,  these  various 
forms  of  exudate  may  be  produced  simultaneously,  whence  arise  such 
compound  designations  as  scro- purulent y  muco-purulenty  etc.,  inflamma- 
tion. Inflammation  with  the  formation  of  new  tissue  is  called  pro- 
ductive or  reparative. 

Local  inflammation,  especially  when  incited  by  micro-organisms,  is 
often  associated  with  svstemic  infection  due  to  a  distribution  of  the  in- 
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citing  agents  through  the  body.     This  condition  will  be  considered  in  the 
chapter  dealing  with  the  Infectious  Diseases  (see  page  192). 

Inflammation  especially  of  infective  origin  is  so  frequently  associated 
with  degenerative  changes  in  the  more  highly  organized  cells — the  paren- 
chyma cells — of  organs  that  when  these  are  conspicuously  involved  the 
term  parenchymatous  inflammation  has  been  used.  It  is  better,  how- 
ever, to  hold  the  degenerations  apart  and  consider  them  as  associated 
but  not  identical  with  the  inflammatory  processes.  Similarly  the  term 
interstitial  inflammaiion,  though  very  commonly  employed,  indicates  a 
comparatively  rare  occurrence.  That  which  is  embraced  under  the 
term  is  usually  an  interstitial  hyperplasia  secondary  to  damage  to  the 
parenchyma  cells  of  organs  (see  p.  95). 

It  has  seemed  wise  to  many  to  attempt  to  draw  a  sharp  distinction 
between  those  phases  of  inflammation  which  involve  only  the  degener- 
ation of  tissues  or  the  redistribution  of  already  formed  tissue  elements — 
serum,  fibrin,  and  blood — and  those  phases  which  are  productive  or 
reparative.  But  while  this  attempt  aims  at  the  recognition  of  a  biologi- 
cal distinction  of  fundamental  importance,  it  encounters  the  great  prac- 
tical diflScuIty  that  both  phases  of  the  reaction  of  tissues  to  injury,  the 
exudative  and  the  productive,  occur  together,  so  that  none  of  the  named 
classes  of  inflammation  represent  simple  and  unmixed  forms  of  tissue 
reaction.  The  important  thing  is  to  conceive,  as  clearly  as  our  knowl- 
edge permits,  the  nature  of  the  processes  which  underlie  these  various 
manifestations  of  disturbed  cell  function  and  their  associated  tissue 
alterations.  Then  the  names  may  serve  useful  temporary  ends  at  least 
without  implying  too  much  or  concealing  too  little  knowledge. 


The  Disposal  of  Foreign  and  Dead  Substances — Phagocytosis 

— Autolysis. 

It  was  stated  at  the  beginning  of  this  chapter  that  the  injuries  which 
lead  to  inflammation  are  extremely  varied.  The  degree  and  character 
of  the  resulting  inflammation  are  closely  related  to  the  inciting  agents. 
We  have  already  taken  as  general  examples  of  the  inflammatory  response 
to  injury,  one  in  which  there  was  a  simple  mechanical  damage,  and  the 
other  in  which  a  more  extensive  and  prolonged  injury  was  effected  by 
the  presence  of  living  bacteria. 

While  it  is  not  practicable  to  classify  the  various  phases  of  inflam- 
mation according  to  the  character  of  their  incitants  it  is  convenient  to 
consider  by  themselves  the  effects  of  animal  and  of  vegetable  parasites, 
among  the  latter  .especially  the  bacteria.  In  subsequent  chapters, 
under  the  headings  of  Animal  Parasites  and  of  Infections  Diseases,  we 
shall  study  the  special  phases  of  injury  induced  by  these  agents  and  the 
response  which  the  hving  cells  and  tissues  of  the  body  make  to  their 
presence. 

But  there  are  many  forms  of  injury  to  cells  and  tissues  which,  though 
not  so  extensive  and  striking  as  those  which  we  have  thus  far  considered 
in  our  preliminary  survey  of  inflammation,  are  yet  of  great  frequency 
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and  importance.  One  of  these  we  must  now  consider,  namely,  the 
presence  in  the  body  of  foreign  substances  and  of  dead  portions  of  the 
body  itself.  Here  again,  as  in  so  many  instances,  we  shall  come  upon 
physiological  processes  spurred  to  unusual  activity  by  emergency 
demands  upon  them. 

Under  the  conditions  of  normal  life,  as  the  tissues  grow  and  perform 
their  functions,  worn-out  cells  die ;  as  bone  grows  it  is  absorbed  little 
by  little  to  make  room  for  the  remodelling  and  growth  of  the  larger 
structure;  more  or  less  constantly,  floating  matter  in  the  air  we  breathe 
gathers  in  the  respiratory  organs.  Under  all  of  these  conditions  the 
dead  cells,  the  hard  bone,  the  foreign  particles,  are  disposed  of  by  certain 
lowly  organized  cells,  leucocytes,  lymphocytes,  connective-tissue  cells, 
endothelium  and  mesothelium,  which  are  called  phagoqfles. 

On  the  other  hand,  there  are  many  conditions  under  which  foreign 
material  abnormal  in  quantity  and  character  is  formed  in  or  enters  the 
body  and  must  be  disposed  of.  Thus  organic  pigments  in  the  form  of 
irregular  particles  or  crystals  are  formed  in  the  body,  such  as  blood  and 
bile  pigment.  Many  foreign  inorganic  and  organic  substances  in  finely 
divided  form  in  large  quantities  enter  from  without,  especially  in  the 
respired  air,  such  as  coal,  iron,  stone,  smoke,  and  various  kinds  of  organic 
dust.  In  various  ways  larger  foreign  substances,  slivers  of  wood,  parti- 
cles of  metal,  bullets,  and,  in  injuries  or  during  surgical  operations, 
fragments  of  clothing,  ligatures,  sutures,  fragments  of  sponge,  cotton, 
gauze,  jute,  etc.,  may  remain  as  foreign  substances  doing  more  or  less 
harm  and  inciting  in  various  degrees  the  phenomena  of  inflammation. 

Finally,  as  the  result  of  the  greatest  variety  of  injuries  which  lead  to 
the  necrosis  of  cells  and  tissues,  such  as  mechanical  damage,  the  action 
of  corrosive  poisons,  excessive  heat  or  cold,  disturbances  of  circulation, 
various  toxins,  etc.,  the  dead  structures  themselves  become  harmful  to 
the  living  tissues  about  them,  which  respond  in  various  ways  to  their 
presence,  among  others  by  certain  forms  of  inflammation. 

We  may  now  look  briefly  at  some  of  the  ways  in  which  the  body  cells 
and  tissues  comport  themselves  in  the  presence  of  alien  substances  and 
dead  structures. 

Disposal  of  Foreign  Substances. — One  of  the  simplest  and  most  com- 
mon of  the  phenomena  of  this  class  is  seen  in  the  disposal  of  pigment  and 
other  solid  particles,  whether  introduced  from  without  or  formed  within 
the  body  under  various  abnormal  conditions.^  In  breathing  dusty  air, 
whether  of  badly  cleaned  dwellings,  places  of  business  or  assemblage,  or 
by  those  engaged  in  occupations  involving  the  loading  of  the  air  with 
the  dust  of  coal,  smoke,  iron,  stone,  tobacco,  lint,  hair,  etc.,  in  the  aggre- 
gate large  numbers  of  the  dust  particles  enter  the  respiratory  passages. 
Here  sooner  or  later  they  are  taken  up  by  cells — phagocytes — and  if 
the  particles  are  colored  they  may  be  seen  lying  within  the  cytoplasm 
surrounding,  but  not  within,  the  nucleus  (Fig.  65).  These  cells  may 
be  the  epithelium  of  the  respiratory  passages  or  of  the  air  chambers  of 

^  For  a  htudy  of  tlie  removal  of  alien  substances  from  the  peritoneal  cavity  see  Buaion 
and  Torrcy,  Jour.  Med.  Res.,  vol.  xv.,  p.  5,  190G. 
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the  lungs,  or  leucocytes  which  have  wandered  out  upon  the  surfaces. 
Then  a  large  part  of  the  foreign  particles,  if  these  be  not  too  numerous, 
are  carried  either  on  the  lymph  currents  or  more  frequently  within  cells 
into  the  lymph  channels,  along  which  they  make  their  way  to  the  nearest 
system  of  lymph-nodes  or  -nodules  or  to  the  smaller  areas  of  lymphatic 
tissue  which  are  widely  distributed 
in  the  lungs  as  well  as  elsewhere  in 
the  body  (see  p.  442).  In  these 
islets  of  lymphatic  tissue  or  in  the 
lymph-nodes  of  the  lung  the  foreign 
particles  both  within  and  without 
the  cells  are  deposited  and  may  re- 
main for  an  indefinite  period. 

But  the  tissues  in  which  they 
are  deposited  are  not  indifferent  to 
the  presence  of  any  considerable  ac- 
cumulation of  these  alien  substances. 
The  connective  tissue  and  endothelial 
cells  swell  and  proliferate  and  new 
fibrils  are  formed  enclosing  the  for- 
eign material  which  may  he  within 
the  cells  which  brought  them  or  be 
taken  up  by  the  new-formed  or  old 
connective-tissue  cells  or  lie  free  i 
the  interstices  of  the  fibrils.  Thus 
in  the  lymph-nodes  and  along  the 
lymph-channels  masses  of  dense  fibrous  tissue  may  be  formed,  shutting 
in  the  foreign  material  and  compromising  in  varying  degrees,  sometimes 
completely  destroying,  the  involved  structures  (see  p.  446), 

Similarly  bacteria,  which  are  also  foreign  bodies,  may  be  taken  up  by 
phagocytes  (Fig.  65)  and  destroyed  within  them  by  agencies  presently 
to  be  considered. 

If  a  mass  of  foreign  particles  be  placed  beneath  the  skin,  or  if  at  the 
seat  of  a  haemorrhage  insoluble  blood  pigment  is  formed  in  considerable 
amount,  a  similar  process  may  be  observed.  The  pigment  is  more  or 
less  taken  up  by  leucocytes  or  other  phagocytic  cells  which  have  wan- 
dered in.  A  certain  amount  of  fluid  exudate  may  collect.  New  cells  are 
formed  from  the  old  connective-tissue  cells  and  from  endothelium,  and 
new  fibrillar  stroma  is  formed  which  becomes  dense  and  assumes  the 
character  of  cicatricial  tissue.  In  these  changes  the  new-formed  cells. 
as  well  as  the  leucocytes,  are  capable  of  moving  from  place  to  place, 
that  is,  may  become  wandering  cells.  We  have  then,  in  this  relatively 
simple  response  to  a  small  local  injury,  the  presence  of  fine  foreign  parti- 
cles, a  definite  form  of  inflammation.  This  is  marked,  not  by  the 
phagocytosis,  but  by  the  presence  of  leucocytes  and  a  certain  amount  of 
fluid  exudate,  by  the  formation  of  new  cells,  and  the  production  of  new 
tissue. 

When  the  alien  material  out  of  place  in  the  living  tissue  is  in  the 
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form  of  a  loose-textured  mass,  such  as  sponge,  fabrics,  jute,  catgut,  etc., 
or  is  a  blood-clot,  its  interstices  l>ecome  filled  with  fluid  exuded  from 
adjacent  blood-vessels,  with  leucocytes  which  wander  in,  and  with  new 
connective-tissue  cells  derived  from  the  surrounding  parts  and  from 
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the  endothelium  of  noighborinj:  lymph-vessels.  Slender  btood-vesaels 
form  from  the  old  ones  near  by  and  penetrate  the  mass,  and  new  con- 
nective tissue  is  developed,  having  the  type  of  granulation  tissue  at 
first,  then  becoming  denser.     If  the  foreign  substances  are  capable  of 


completely  cnrl.wd  them. 

solution,  as  is  the  case  in  the  fibrin  and  cells  of  a  blood-clot  or  of  catgut, 
proteolytic  enzymes  '  furnished  by  the  leucocytes  or  other  cells  may 
dissolve  them,  or  they  may  become  fragmented  and  the  fragments  are 
taken  up  by  phagocytic  cells.     These  may  be  dissolved  within  these 

'  See  ll'di.,  p.  lOZ 
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cells  or  may  be  transported  to  other  parts  of  the  body.  Thus  in  the 
case  of  soluble  material  this  may  at  length  be  entirely  removed  and  its 
place  taken  by  the  new  tissue  which  gradually  assumes  the  character 
of  cicatricial  tissue. 

If  the  foreign  substance  be  insoluble  or  largely  so,  as  in  the  case  of 
bullets,  needles,  hair,  cotton,  sponge,  etc.,  the  new  cells  gather  and 
invest  the  object,  there  are  often  giant  cells  among  them  (see  p.  66), 
and.new  blood-vessels  develop  among  these,  leading  to  the  formation  of 
new  connective  tissue  which  may  completely  invest  them  (Fig,  67), 
forming  at  last  a  dense  connective-tissue  capsule.  In  this  condition 
such  foreign  objects  may  remain  for  long  periods  embedded  in  the  body. 


Fio.  68. — Giant  Cells 
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If  the  masses  of  foreign  bodies  are  small,  so  that  the  local  reaction  is 
limited  and  circumscribed,  the  new  tissue  often  in  a  general  way  resembles 
a  tubercle  (Fig.  68).  Thus  these  new  foreign-body  tissue  masses  are 
sometimes  called  "foreign-body  tubercles." 

Giant  Cfills. — When  foreign  objects  of  considerable  size — such  as 
hair,  cotton  fibres,  sponges,  and  various  mori;  solid  things — get  into  the 
living  body,  particularly  if  these  be  insoluble,  in  addition  to  the  leuco- 
cytes and  the  new  connective-tissue  cells,  there  often  form  close  about 
them  large  multinuclear  cells  called  gianl  celU  (Fig.  69).  These  are 
sometimes  of    extraordinary  size   and   may    have   several  score,    even 
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hundreds,  of  nuclei.  They  are  apparently  formed  either  by  the  coales- 
cence of  new-formed  cells  derived  from  the  connective-tissue  cells  or 
from  old  endothelium,  or  by  the  continuous  division  of  the  nuclei  of  a 
cell  whose  body  continues  to  enlarge  without  dividing  into  separate 
ceils.'  These  giant  cells  seem  to  be  concerned  in  the  attempt  to  dis- 
solve the  toreinn  substance  and  appear  to  have  their  prototypes  in  the 
multinuclear  cells  called  osteoclasts  (Fig.  701  which  are  concerned  in  the 
physiological  al>sorption  of  bone  during  its  development. 

The  Disposal  of  Dead  Tissues. — The  changes  which  we  have  now 
studied,  through  which  alien  substances  are  cither  removed  from  the 
body  or  are  rendered  relatively  harmless  by  processes  which  we  must 
regard  as  belonging  lo  inflammation,  are  similar  to  those  by  which  the 
body  responds  to  the  injury  of  dead  portions  of  its  own  tissue. 

Thus,  infarcts  resulting  from  emboli,  areas  of  tissue  which  have 
become  necrotic  from  poisons  or  toxins,  thrombi  or  masses  of  fibrinous 
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exudate  in  the  solid  tissues  or  in  the  great  serous  cavities,  are  all  virtu- 
ally alien  substances,  and  are  harmful  in  various  ways  as  foreign  bodies 
are,  and  incite  similar  inflammatory  phenomena.  They  may  be  in  part 
removed  by  solution  through  the  proteolytic  enzymes,'  or  by  phago* 
cytosis;  they  may  attract  leucocytes  (Fig.  71);  they  may  lead  to  the  pro- 
liferation of  connective  tissue  and  endothelial  cells  and  of  blood-vessels 
which  penetrate  them  and  form  new  tissue  which  finally  replaces  or 
encapsulates  them.  The  so-called  organization  of  a  thrombus  or  of  a 
pleural  or  pericardial  or  peritoneal  exudate  is  not,  as  we  have  already  seen, 
directly  brought  about  by  the  aid  of  the  structural  or  other  elements  in 
either  the  thrombus  or  the  exudate.  These  are  passive,  except  as  they 
may  aid  in  their  own  solution  by  autolytic  substances  which  they  furnish, 
while  the  new  tis.sue  is  formed  from  neighboring  cells  and  vessels. 

Forms  of  Phagocytes.— There  appear  to  be  two  most  common  forms 

■  Giant  crlU  mftv  be  fonnod  from  epitlifiium  under  ecrtiun  onmlilioDB.     For  m  atudy  of 

giuit  celU,  with  bibliography,  consult  Htktom,  Jour.  Exp.  Meil,,  vol.  iii.,  p.  21,   Futnt, 

Zieglcr'H  HatrSKc,  Bd.  xxiv,,  {i.  440;   and  Buxton,  "Studies  from  nepartnvnt  oT  Pathology, 

Cornell  Univensitv,"  vol.  i. 

'  !<c«  WMt,  Jour.  Ued.  Kosearch,  vol.  xv.,  p.  140,  1006,  Inbl. 
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of  phagocytes  in  foci  of  acute  exudative  inflammations.  First,  and 
usually  the  most  abundant,  are  the  polymorphonuclear  leucocytes — 
the  cells  containing  neutrophile  granules  which  so  readily  escape  from 
injured  vessels.     The  other  type  of  the  two  more  common  phagocytic 


Fio.  70. — Obteociabts  DisaoLviwa  Bone  Iimieu-ik 
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cells  is  usually  larger  than  the  polymorphonuclears  and  nas  a  single, 
relatively  large,  rounded  or  irregular  shaped  nucleus.  These  mono- 
nuclear phagocytes  of  the  second  type  are  probably  derived  from  con- 
nective tissue  or  endothelial  and  mesothelial  cells  or  from  lymphocytes, 


-It 


and  have  been  called  by  Metchnikoff  macrophages,  while  the  smaller 
polymorphonuclear  phagocytes  are  culled  micropkages. 

While  the  performances  of  these  two  types  of  cells  are  not  fully  under- 
stood, it  appears  that  the  macrophages  are  especially  concerned  in  the 
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disposal  of  various  proteid  and  other  formed  elements  which  they  ingest, 
such  as  fragments  of  fibrin  and  tissue  detritus,  dead  parenchyma  cells 
of  organs,  red  and  white  blood  cells,  etc. 

On  the  other  hand,  the  polymorphonuclear  leucocytes — microcystes 
— are  drawn  to  and  ingest  and  destroy  various  kinds  of  micro-organisms, 
especially  the  bacteria.* 

While  we  have  thus  far  considered  certain  special  cells,  leucocj^tes, 
lymphocytes,  and  derivations  of  connective-tissue  and  endothelial  cells, 
as  the  most  common  phagocytic  cells  in  inflammation  and  repair  of 
tissues,  we  should  not  lose  sight  of  the  fact  that  other  types  of  cells  are 
also  capable  of  assuming  this  r61e.  Thus  the  epithelium  of  the  mucous 
membranes  of  the  air  vesicles  of  the  lungs,  of  the  liver,  kidney,  and  other 
organs,  frequently  and  under  the  most  varied  conditions  ingest  particles 
of  foreign  material. 

The  Mode  of  Action  of  Phagocytes. — As  to  the  processes  by  which  the 
phagocytic  cells  convert  into  soluble  and  other  forms  the  substances 
w^hich  they  ingest  there  is  still  some  difTerence  of  opinion,  though  the 
so-called  intracellular  digestion  and  the  autodigestion  of  tissues  have 
been  the  subject  of  much  painstaking  research. 

Recent  studies  by  Opie '  indicate  that  each  of  the  two  types  of 
phagocytes  above  designated  is  characterized  by  a  distinct  proteolytic 
enzyme  through  which  its  destruction  of  organic  substances  is  effected. 
The  enzyme  of  the  polymorphonuclear  leucocytes  is  capable  of  proteo- 
lytic digestion  in  the  presence  of  a  neutral  or  alkaline  reaction,  but  not 
in  an  acid  medium.  This  enzyme  Opic  calls  leuco- protease.  The  larger 
mononuclear  cells,  on  the  other  hand,  the  "  macrocytes,"  which  app>ear 
to  be  especially  concerned  with  the  ingestion  and  destruction  of  cellular 
and  other  formed  elements,  contain  an  enzyme  active  in  the  presence  of 
a  weak  acid,  but  inactive  in  an  alkaline,  medium.  This  enzyme  is  called 
lympho- protease  by  Opie. 

Blood  serum,  according  to  Opie,  inhibits  the  action  of  leuco-protease, 
and  lympho-protease  is  not  active  in  an  alkaline  medium.  Hence,  the 
living  tissues  of  the  body  are  not  digested  by  the  leuco-protease,  which  is 
active  onlv  within  the  bodies  of  the  microcvtes,  where  it  is  free  from  the 
inhibiting  action  of  the  serum,  while  the  alkalinity  of  the  blood  plasma 
protects  the  tissues  from  the  action  of  the  lympho-protease.  It  is 
apparently  the  action  of  these  proteolytic  ferments,  present  in  consider- 
able quantities  either  within  or  without  the  cells  or  both  in  foci  of  exu- 
dative inflammation,  which  leads  to  the  softening  of  tissue  which 
characterizes  abscesses  and  which,  in  part  at  least,  brings  about  the 
more  gradual  solution  of  necrotic  tissues,  fibrin,  etc' 

The  action  of  micro-organisms,  especially  the  bacteria,  as  incitants 
of  inflammation  through  the  injury  which  they  cause,  and  the  ways  in 
which  the  body  reacts  to  and  disposes  of  them,  through  the  action  of 

*  For  a  consideration  of  tli(^  ways  in  winch  bacteria  are  destroyed  by  leucoc^'tes  see  p. 
167.     S<?eals<)  ref.  to  BuTUm  and  Torrcij,  foot-note.  p.  9S. 

^  Opie,  .Four.  Kxp<'r.  Medicine,  vol.  viii.,  1006,  pp.  410  and  .5.30. 
5  See  ref.  Wells,  p.  102;    also  Levene,  "  Autolysi.s."  p.  10(>. 
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phagocytes  or  otherwise,  will   be  considered  later  under  the   heading 
of  Infectious  Diseases.* 

It  should  be  borne  in  mind,  in  considering  the  varied  and  complex 
performances  of  phagocytic  cells  under  abnormal  conditions,  that  these 
are  only  the  manifestation  in  exaggerated  form  in  the  presence  of  emer- 
gencies of  physiological  capacities  of  many  kinds  of  cells.  To  Metchnikoff 
especially  we  owe  our  knowledge  of  the  phagocytic  powers  of  cells  in 
general.  In  such  lowly  organisms  as  amoeba  and  in  many  other  cells 
throughout  the  animal  kingdom  he  has  shown  that  through  ingestion  and 
intracellular  digestion  cells  are  not  only  nourished  but  protect  them- 
selves against  harmful  agents  and  influences.' 

Autolysis. — All  the  manifestations  of  cell  life  are  brought  about  by 
the  breaking  down  or  disintegration  of  chemical  substances  in  the  cyto- 
plasm by  processes  akin  to  those  of  combustion.  It  has  long  been 
believed  that  this  was  exclusively  a  property  of  living  matter.  But  it 
has  recently  become  known  that  dead  cells  also  under  certain  conditions 
have  the  power  of  self-disintegratjon.  This  is  called  autolysis.  It 
takes  place  in  the  absence  of  micro-organisms  through  the  action  of 
which  organic  material  is  decomposed  in  the  commoner  processes  of 
putrefaction.  Thus  portions  of  fresh  organs  removed  from  the  body 
with  the  avoidance  of  bacterial  contamination,  that  is,  in  a  sterile  con- 
dition, if  immersed  in  chloroform  water,  or  toluol,  or  other  substances 
which  do  not  cause  alterations  of  the  tissue  but  do  prevent  the  growth 
of  micro-organisms,  and  kept  at  about  body  temperature,  undergo 
gradual  softening.  This  softening  is  accompanied  by  definite  struct- 
ural changes  in  the  cells.  The  nuclear  chromatin  disintegrates  or  goes 
into  solution;  the  cytoplasm  degenerates,  chemical  analysis  showing 
products  of  the  disintegration  of  proteid  substances.  The  changes  are 
analogous  with  those  taking  place  in  organic  material,  cells,  etc.,  under 
the  influence  of  the  digestive  enzymes,  pepsin  and  trypsin,  but  are  due 
not  to  these  but  to  other  enzymes  belonging  to  the  cells  themselves. 

It  appears,  for  reasons  into  which  we  cannot  enter  here,  that  the 
proteolytic  enzymes  active  in  the  autolysis  of  dead  tissues  are  present  in 
the  living  body  and  are  probably  concerned  among  other  things  in  the 
gradual  removal  of  dead  and  enfeebled  structures  as  these  become 
defective,  useless,  or  harmful.  It  has  been  shown  that  the  vigorous, 
living  cells,  in  spite  of  their  autolytic  powers,  probably  maintain  their 
integrity  through  the  presence  in  the  body-fluids  of  substances  antago- 
nistic to  the  autolytic  enzymes.  Thus  it  appears  that  under  normal 
conditions  a  very  nice  balance  exists  between  the  autolytic  enzymes 
and  antagonistic  substances  within  the  body.  Under  a  variety  of  ab- 
normal conditions,  such  as  diseases  of  the  respiratory  and  circulatory 
systems,  phosphorus  poisoning,  and,  as  has  been  shown  by  Flexner,'  in 
infectious  diseases,  autolysis  may  be  in  a  marked  degree  exalted. 

'  For  a  consideration  of  Ehrlich's  hypothesis  as  to  the  way  in  which  bacteria  are  destroyed 
in  the  body  see  p.  167. 

'  Qoe  Metchnikoff f  *' Comparative  Pathology  of  Inflammation/'  English  trans.,  1893;  and 
<' Immunity  in  Infective  Diseases,"  1905.     Consult  also  p.  191. 

'  FUxnetf  Trans.  Aasn.  Amer.  Phys.,  vol.  xviii.,  p.  3.59,  1903. 
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It  is  probable  that  the  autolytic  substances  in  the  living*  body  are 
important  not  only  in  disposing  of  damaged  or  dead  or  harmful  tissues, 
but  also  in  the  protection  of  the  body  against  invading  micro-organisms 
through  their  destruction — see  immunity  and  bacteriolj'^sis,  page  158 — 
or  by  their  share  in  the  elaboration  of  substances  which  antagonise  the 
action  of  their  toxins — see  antitoxins,  page  161.* 


Survey  of  the  Inflammatory  Process  and  its  Sig^niflcance. 

Inflammation  a  Modification  of  Phijsiological  Processes. — If  now, 
from  the  vantage-ground  which  we  have  won  by  our  study  of  various 
typical  phases  of  inflammation,  we  seek  to  gain  an  insight  into  the 
forces  which  dominate  the  varied  processes,  we  note  at  once  that  from 
first  to  last  the  cell  and  tissue  performances  in  inflammation,  however 
exaggerated  or  perverted,  are  only  the  ex])ression  of  physiological 
capacities  which  belong  to  the  structures  involved.  Thus  the  contrac- 
tions and  dilatations  of  the  vessels  are  paralleled  in  health.  The  exuding 
of  fluids  through  their  walls  occurs  by  processes  akin  to  those  by  which 
blood  pressure,  osmosis,  and  selective  filtration  in  endothelial  ceils  main- 
tain the  initial  circulation  into  and  through  the  tissue  spaces.  Emigra- 
tion is  a  physiological  process  which  we  find  excessive  here,  because  there 
are  structural  alterations  in  the  walls  of  the  vessels  which  permit  a  freer 
exit  of  the  colls,  and  l)ecause  there  are  also  present  new  and  active 
chemical  agents  which,  just  as  in  normal  conditions  though  in  exagger- 
ated fashion,  excite  and  control  the  movement  and  direction  of  the  leu- 
cocytes. The  healing  processes,  complex  as  they  seem  to  be,  are  actually 
but  a  rehearsal  under  the  unusual  and  often  difficult  conditions  of  ceil  and 
tissue  formation,  which  is  characteristic  of  the  normal  period  of  develop- 
ment. Phagocytosis  is  a  factor  of  the  greatest  importance  in  the  normal 
as  well  as  in  these  abnormal  performances  of  the  body  cells. 

The  degenerative  phenomena,  among  which  must  be  reckoned  the 
formation  of  fibrin,  are,  as  we  have  seen,  incidental  rather  than  pri- 
mary factors  in  inflammation. 

Thus  in  all  the  manifold  manifestations  of  abnormal  cell  performance 
in  inflammation  we  find  no  new  functions,  no  new  cell  capacities. 

The  Significance  of  Inflammation. — We  are  now  brought  face  to  face 
with  the  final  question:   What  does  inflammation  mean? 

In  those  phases  which  involve  the  repair  of  wounds  and  the  regener- 
ation of  lost  tissues  it  is  not  difficult  to  recognize  conservative  and  bene- 
ficial processes.  But  how  is  it  with  those  phases  of  inflammation  in 
which  the  blood-vessels  are  largely  involved  and  exudates  formed — 
serum,  fibrin,  and  pus?  Are  we  to  be  contented  here  with  a  simple  sum- 
mary of  the  phenomena  and  with  the  recognition  that  these  are  the 
results  of  exaggerated  or  physiological  cell  and  tissue  performances  in 


*  For  an  interesting  rtsumi-  of  autolysis  with  bibl.  see  Levcne,  Jour.  Amer.  Med. 
vol.  xlvi.,  pp.  774  and  86(),  1906.  For  a  fuller  eonsideration  of  the  subjects  dealt  with  in 
this  chapter  consult  the  general  patholog>' — "  Les  Processus  G^n^raux"  of  ChaniemeBBe  and 
PodwysaoUky,  1901,  or  WtUa,  **  Chemical  Patholog>',"  1907. 


INFLAMMATION  107 

the  face  of  injury?  Or,  on  the  other  hand,  is  there  reason  for  the  belief 
that  these  abnormal  manifestations  of  cell  life  in  the  presence  of  an 
unusual  and  deleterious  environment  may,  after  all,  be  in  the  main  con- 
servative in  their  nature,  and,  even  as  normal  cell  functions  do,  tend — 
within  the  limitations  of  an  emergency — to  the  welfare  of  the  individual? 

The  R6Le  of  the  Exudates. — In  the  hope  of  gaining  some  light  upon  this 
question  let  us  look  a  little  more  closely  at  the  part  which  the  exudates 
play  in  exudative  inflammation ;   and  first  at  the  leucocytes. 

It  was  through  the  painstaking  and  brilliant  studies  of  Metchnikoff  ^ 
that  attention  was  directed  to  the  importance  in  this  connection  of  com- 
parative studies  upon  the  comportment  of  lower  forms  of  life  in  response 
to  injury. 

It  was  found  that  amceba,  one  of  the  simplest  of  organisms,  when  cut 
in  two  may  undergo  complete  restitution  of  the  part  containing  the  nu- 
cleus, provided  the  latter  be  uninjured.  The  remaining  portion  may 
live  for  a  time,  but  ultimately  dies.  Furthermore,  it  was  found  that 
amceba  and  other  lowly  forms  of  living  beings  are  capable,  by  the  use  of 
their  simple  digestive  processes,  of  destroying  micro-organisms  which  are 
taken  into  their  interior  and  which  might  otherwise  damage  or  kill  them. 
Thus  it  was  established  that  the  digestive  mechanism  may  become  pro- 
tective in  lowly  organized  cells. 

Rising  in  the  scale  of  living  beings,  it  is  found  that  in  forms  in  which 
considerable  differentiation  of  some  of  the  cells  has  taken  place,  whether 
there  be  a  distinct  circulatory  apparatus  or  not,  certain  other  cells  are 
left  in  a  more  primitive  state:  these  are  phagocytic  and  can  ingest  or 
otherwise  destroy  deleterious  material. 

When  we  come  to  man  and  other  warm-blooded  animals,  it  is  upon 
the  leucocytes  which  have  retained  so  many  of  the  capacities  of  undiffer- 
entiated protoplasm  that  attention  is  especially  concentrated.  It  has 
been  found,  as  we  have  already  seen,  that  the  movement  of  leucocytes 
may  be  directed  toward  (sometimes  from)  chemical  substances  set  free 
in  their  vicinity.  This  chemotaxis  is  frequently  manifested  in  the  vicinity 
of  dead  cells  or  tissues  which  are  the  seat  of  destructive  metabolism. 
But  it  is  especially  in  relation  to  micro-organisms  of  various  forms  that 
chemotaxis  in  the  leucocytes  is  of  the  highest  significance  to  us  here. 

Highly  virulent  micro-organisms  may  for  a  time  repel  the  leucocytes, 
probably  through  negative  chemotaxis,  but  these  may  later  approach. 
On  the  other  hand,  leucocytes  most  often  migrate  toward  bacteria 
which  have  gained  entrance  to  the  body.  It  has  been  proven  that 
leucocytes,  especially  the  polynuclear  neutrophiles,  and  frequently  large 
mononuclear  forms,  may  take  into  their  interior  and  destroy  living 
bacteria.  Dead  bacteria  also,  as  well  as  other  inert  material,  they  can 
engulf  and  destroy. 

This  capacity  of  leucocytes  and  other  mesodermal  cells^-endothelia, 
etc. — to  take  up  living  bacteria  and  kill  and  digest  them  was  persistently 
and  ably  urged  by  Metchnikoff  and  his  pupils  as  the  chief  protective 
agency  in  the  body  against  bacterial  incursions,  and  to  these  observers 

>  Metchnikoff,  "Comparative  Pathology  of  Inflammation/'  Eng.  trans.,  1893. 
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all  the  other  phenomena  of  inflammation  formerly  seemed  of  secondary 
importance.  But  it  was  soon  shown  that  this  extreme  view  is  not  correct. 
For  it  was  demonstrated  by  many  observers  that  the  body  fluids,  espe- 
cially blood  serum,  are  capable  of  killing  bacteria  with  which  they  come 
in  contact.  When,  however,  this  remarkable  quality  of  the  body  fluids 
was  investigated,  it  was  found  that  it  is  most  pronounced  under  condi- 
tions which  involve  the  breaking-down  of  leucocytes  or  the  Ulceration  of 
the  destructive  substances  into  the  fluids.  It  was  possible  now  to  demon- 
strate that  the  leucocytes  do  in  fact  contain  a  germicidal  proteid  sub- 
stance or  substances.  These  substances,  which  appear  to  Ice  closely 
associated  with  or  related  to  nucleinic  acid,  have  been  called  "  alexines  " 
or  *' protective  proteids."'  It  has  been  further  demonstrated  that 
while  the  eosinophile  cells  may  move  toward  bacteria,  they  are  not 
phagocytic,  but  may  set  free  granules  which  appear  to  favor  the  destruc- 
tion of  the  germs. 

It  thus  appears  that  the  earlier  view  of  the  almost  exclusive  impor- 
tance of  phagocytosis  is  not  sustained,  but  that  even  more  than  in  the 
action  of  living  phagocytes  the  protective  agencies  are  to  be  sought  in 
the  body  fluids.  But  it  is  also  clear  that  the  protective  capacities  of  the 
body  fluids  are  the  result  of  cell  activities,  as  indeed  might  have  been 
inferred  in  advance  of  the  long  line  of  careful  experiments  which  finally 
led  to  the  demonstration. 

The  importance  of  this  protective  power  of  the  body  cells  and  body 
fluids  is  not  exhausted  with  their  germicidal  action.  For  not  less  sig- 
nificant is  the  r61e  which  these  may  assume  in  the  establishment  of  other 
phases  of  immunity  to  the  incursion  of  micro-organisms.  This  will  be  con- 
sidered later  in  the  general  survey  of  the  infectious  maladies  (page  158). 

If  now  one  seek  for  ways  in  which  the  other  exudates,  serum,  and 
fibrin  may  be  useful  to  the  individual,  it  is  obvious  that  in  the  dilution 
of  locally  engendered  poisons  and  in  their  removal  from  a  vulnerable 
region  the  fluid  may  at  times  be  beneficial.  Fil)rin,  too,  by  closing  in- 
flammatory foci,  through  temporary  adhesions,  or  l>y  the  sealing  of  ab- 
sorbent surfaces,  may  limit  the  extension  of  injurious  agents,  as  is  so 
frequently  the  case  in  local  infectious  injuries  in  the  peritoneal  and 
pleural  cavities.  That  the  regeneration  and  repair  of  tissue  which  may 
be  associated  with  or  follow  the  more  active  phases  of  inflammation  are, 
as  a  rule,  beneficent,  is  not  doubtful. 

There  is,  of  course,  another  side  to  the  matter.  For  new  cicatricial 
tissues  which  have  formed  in  the  process  of  repair  may  be  so  situated  as 
to  cause  serious  impairment  of  functional  performance  or  even  fatal 
strictures.  The  gathering  of  leucocytes,  too,  may  be  so  excessive  and 
their  proliferation  so  extreme  as  to  lead  to  delayed  healing  or  to  serious 
exhaustion  from  suppuration.  But  notwithstanding  these  irregularities 
and  failures  there  seems  to  be  good  reason  for  the  belief  that,  on  the  whole, 
the  processes  involved  in  inflammation  are  conservative,  and,  within  the 
limitations  which  may  1)C  set  by  the  varied  and  changing  conditions  of  in- 
jury, tend  to  maintain  the  welfare  and  sustain  the  life  of  the  individual. 

>  For  furtlicr  consideration  of  this  mibjoct  see  p.  158. 
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CHARACTERIZATION  OF  THE  INFLAMMATOBY  PROCESS. 

The  general  conception  of  inflammation  which  we  have  just  set  forth 
looks  beyond  the  gross  manifestations  of  disordered  function  and  altered 
structure,  by  which  it  was  originally  marked,  and  beyond  the  complex 
and  varied  expressions  of  aberrant  cell  activities,  with  which  our  later 
science  has  mostly  dealt,  to  the  fundamental  qualities  of  living  substance. 
And  thus  at  last,  with  the  heart  of  the  subject  in  view,  a  characterization 
of  inflammation  becomes  possible  which  is  suggestive  and  useful,  though 
it  may  not  indeed  be  final.  Perhaps  among  many  such  characterizations, 
that  of  Adami  ^  is  on  the  whole  the  most  clear  and  precise,  and  with  him 
we  may  at  present  wisely  consider  inflammation  as  **  the  local  attempt  at 
the  repair  of  injury.'^  The  fundamental  conception  upon  which  this 
characterization  is  based  is  that  inflammation  is  an  emergency  measure 
incited  by  injury,  in  which  the  body  adapts  to  unusual  ends  as  best  it  can 
mechanisms  and  powers  normally  maintained  for  other  purposes. 

This  view  of  inflammation,  however  much  it  may  be  modified  as  our 
knowledge  grows,  recognizes  a  far-reaching  significance  in  the  complex 
processes  involved.  And  while  throwing  light  upon  the  practical  prob- 
lems of  the  physician,  it  points  the  way  to  a  broader  conception  of  other 
abnormal  conditions  in  which  also  the  adaptation  of  physiological  cell 
capacities  to  new  conditions  seems  to  furnish  a  clew  to  many  manifesta- 
tions of  disease  as  yet  but  little  understood.^ 

Now  that  we  have  gained  a  conception  of  the  inflammatory  processes 
in  general  and  some  clews  as  to  their  significance,  it  does  not  seem  neces- 
sary to  enter  here  upon  a  detailed  description  of  the  variations  which  they 
present,  since  these  are  largely  influenced  by  the  character  of  the  incit- 
ing agents  and  by  the  situation  in  which  they  act.  Such  details  as  may 
fall  within  the  scope  of  this  work  are  given  in  the  section  dealing  with 
micro-organisms  as  inciting  factors  in  disease,  and  in  the  part  dealing 
with  the  lesions  of  special  organs.' 

The  Experimental  Study  of  Besorption  of  Foreign  Material,  Phagocytes, 

etc.,  in  Inflammation. 

Aside  from  clinical  material  illustrating  the  healing  wounds  and  various  phases  of 
repair  from  the  lower  animals  by  very  simple  operations,  to  be  done  with  local  or  gen- 
eral ansesthesia,  one  may  obtain  many  valuable  series  of  demonstrative  lesions. 

^  For  a  fuller  consideration  of  inflammation  from  the  point  of  view  which  in  general 
18  here  adopted,  one  may  consult  the  excellent  article  on  * '  Inflammation "  by  Adami  in 
Allbutt's  "System  cf  Medicine,"  vol.  i.,  p.  54. 

In  Thoma'a  work  on  "General  Pathology,"  vol.  i.,  is  a  clear  exposition  of  the  various 
proceases  concerned  in  inflammation,  with  a  fuller  recognition  than  is  conunonly  accorded 
to  them  of  the  mechanical  factors  involved.  In  both  of  these  works  the  more  important 
bibliography  may  be  f  oimd. 

For  bibliography  and  critical  r^aumi  of  studies  on  pathological  organization,  inflam- 
mation, etc.,  see  Borat,  Lubarsch  and  Ostertag's  Ergebnisse,  Jahrg.  iv.,  for  1897,  p.  461. 
See  also  references  under  Regeneration,  page  79,   and  under  Tumors,  page  333. 

'  Consult,  for  a  clear  and  comprehensive  view  of  adaptation  in  pathological  processes, 
Wdehf  Transactions  of  the  Congress  of  American  Physicians,  vol.  iv.,  p.  284,  1897. 

'  For  a  systematic  and  extensive  r^sum^  of  inflammatory  phenomena,  phagocytosis, 
ehemotaxis,  emigration  diapedesis,  protoplasmic  poisons  and  irritants,  the  nature  of  exu- 
dates, and  the  general  physical  chemistry  of  the  cell,  with  extensive  bibl.,  see  Heim/'Hand- 
buch  d.  exp.  Path.  u.  Pharmakol.,"  1904,  Bd.  i. 
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Phagocytes. — The  injection  of  1  per  cent  agar — such  as  is  used  for  bacterial 
cultures,  which  fluidifies  at  about  40°  C.  and  becomes  semisolid  on  cooling — into  the 
anterior  chamber  of  the  eye  or  into  the  subcutaneous  tissue  of  the  rabbit  gives  most 
instructive  pictures  of  absorption  and  phagocytosis.  Phagocytes  of  connective-t issue 
origin  bring  about  the  solution  of  the  mass  and  permeate  it.  It  the  agar  be  colored  with 
Beiiin  blue  in  the  form  used  for  blood-vessel-injection  masses,  the  phagocytes  may 
become  more  or  less  filled  ^ith  the  blue  granules  as  absorption  proceeds.  In  the 
absorption  from  the  anterior  chamber  in  dark-colored  rabbits  the  origin  of  the 
phagocytes  in  the  iris  is  re\Taled  by  their  pigmented  character.  Giant  cells  are  often 
formed  in  this  process,  aiding  in  the  resorption. 

The  action  of  phagocytes  in  disposing  of  foreign  material  in  the  lungs  may  be 
seen  by  making  intratracheal  injections  of  a  watery  emulsion  of  lampblack  or  finely 
powdered  charcoal  in  rabbits.  The  pigment  particles  will  be  found  both  free  and  with- 
in epithelial  phagocytes  in  the  air  vesicles  within  a  few  days.  The  animal  should  be 
sacrificed  and  the  lungs  filled  >^ith  formalin  solution  or  alcohol  through  the  trachea 
(see  p.  958),  after  which  the  tissue  is  embedded  and  sectioned. 

Veiy  instructive  studies  may  l)e  made  of  the  disposal  of  insoluble  foreign  bodies 
by  the  implanting  of  small  fragments  of  cotton,  jute,  elder  pith,  etc.,  beneath  the  akin, 
and  their  remo\'al  after  varying  intervals.* 

Practical  Study  of  Exudative  Inflammation  on  the  Living  Frog. 

In  the  study  of  exudative  inflammation  it  is  of  the  highest  value  to  see  the  phe- 
nomena of  emigration,  diapedesis,  etc.,  on  the  living  animal.  The  curarised  frog  is 
best  adapted  for  this  purpose,'  and  either  the  mesenter}'  or  the  bladder  affords  much 
clearer  pictures  than  the  tongue  or  the  web,  which  are  sometimes  recommended. 

The  Mesentery. — In  a  fully  curarized  frog  an  incision  is  made  through  the  akin 
along  the  abdomen  in  the  axillary  line,  care  Ix'ing  taken  to  avoid  or  ligate  a  large  vein 
which  usually  cro8.ses  the  line  of  incision.  The  abdominal  wall  is  then  cut  through  in 
the  same  line,  and  a  loop  of  small  intestine  dra>^'n  out,  care  Ix'ing  taken  to  bring  out 
only  as  much  as  may  Ik'  necessary  to  expose  over  the  glass  window  of  Thoma's  frog 
plate '  (see  P'ig.  72)  a  small  area  of  mesentery'.  The  loop  may  be  fixed  by  short  pins 
passed  through  the  superficial  layers  of  the  intestine  into  strips  of  cork  which  are 
crowded  in  beside  the  raised  glass  window.  The  exposed  loop  should  be  irrigated  with 
three-fourths-per-cent  salt  solution  which  may  lx>  niade  to  trickle  over  the  part  from  a 
reservoir  through  a  glass  cannula  held  by  the  cannula-holder  (see  Fig.  72).  Peristaltic 
mo\'ements  of  the  intestine  sometimes  cause  the  field  of  obser\'ation  to  shift  and  stasis 
may  occur  if  the  loop  be  drawn  too  tightly.  But  through  a  little  attention  to  adjust- 
ment from  time  to  time  difficulties  may  l)e  reduced  to  a  minimum.  For  long  obeerv»- 
tions  a  cover-glass  may  be  laid  upon  the  loop  under  which  the  irrigation  prooeeds. 

In  this  way  obser\'ations  may  be  made  on  arteries,  capillaries,  and  >'eins,  extend- 
ing over  seveml  hours.     Long  focal  distance,  high-power  lenses  may  be  used. 

The  Bladder. — The  bladder  of  the  frog  is  a  hilol)ed  organ  opening  into  a  cloaca 
just  within  the  anus  and  common  to  it  and  the  intestine.  To  expose  the  bladder  an 
incision  is  made  in  the  axillary-  line  along  the  lower  half  of  the  abdomen,  including  the 
skin  and  the  abdominal  wall.  The  bladder  fri'tjuently  prolapses  at  once  to  a  moderate 
extent  through  this  opening.  Now  a  glass  cannula  is  made  with  a  tapering  tip  with  the 
tip  for  about  half  an  inch  bent  to  an  angle  of  about  45^  to  the  axis  of  the  tube.    Hie 

^  For  a  full  exposition  of  methods  of  oxp(*rimental  patholog>'  relating  to  inflamniaticm 
see  Heim,  "  Handbuch  d.  exp.  Path.  u.  Pharmak.,"  Bd.  i.,  Th.  i.,  p.  25o.  1904. 

For  many  suggestive  Htudion  in  pliagoc>'tose8  nee  Mttchnikofps  "  Immunity  in  Infectious 
Di.«M*as*».s."  Consult,  for  the  tcchni(|ue  of  studies  on  absorption  from  the  peritoneum,  Buzfoii 
and  Ttrrrey,  Jour.  Me<l.  Hi's.,  vol.  xv.,  p.  5,  lOOC. 

'  For  the  u.se  of  curare  see  p.  33. 

*  Thoma's  froR  plates  are  of  thnx?  forms,  adapte<l  for  the  study  of  tlie  tongue,  the  mesen- 
tery, and  the  bladder  or  lung.  They  are  plates  of  brass  covered  with  hanl  rubber  in  which 
glass  windows  are  .set  so  that  when  j)ut  on  the  stage  of  the  micn>s*»ope  tVie  light  passes  up 
through  the  exposed  organ  to  the  eye.  They  an*  prnvidtni  with  cannula-holders  for  irriga- 
tion with  physiological  salt  solution  and  with  pi[>es  for  carr>Mng  away  the  waste  irrigation 
fluid.     The  three  forms  of  plate  are  shown  in  Fig.  72. 
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Flo.  72. — Tboma's  Fkoo  Pistes. 
The  upper  pikte  U  adapted  to  the  nlmly  of  tlip  oirculation  in  the  mcsenlrry. 
TuiifMu  pUte  ii  for  the  bladder  and  lung.     The  lower  plate  is  for  the  tongue. 
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tube  should  be  large  enough  to  pass  the  anal  orifice  with  difficulty  except  at  the  tip 
and  along  the  bent  portion. 

A  thread  is  now  passed  through  the  skin  just  Ix'hind  the  anus,  the  ends  being 
left  free.  The  cannula  and  a  short  length  of  flexible  rubber  tubing  slipped  over  the 
larger  end  are  filled  with  threeH|uarter-per-cent  salt  solution,  this  being  retained  by 
a  clip  on  the  tube.  The  bent  point  of  the  cannula  is  now  inserted  into  the  cloaca  and 
its  tip  carricHl  fon^'ard  into  the  base  of  the  bladder  and  fastened  in  place  by  the  thread. 
The  frog  is  laid  on  its  back  on  the  Thonia  plate  ada])t(Ki  to  the  bladder  and  lung  (Fig. 
72).  The  rubber  tul>c  is  attached  to  a  slightly  raised  flask  so  that  the  salt  will  siphon 
into  the  bladd'.T  under  a  ver\'  low  pressure.  Now  if  the  clip  be  released  the  bladder 
will  appear  in  tht*  o{K>niiig  of  the  abdomen  and  will  be  pn^ssed  out  as  a  transparent  bag 
by  the  salt  solution  over  the  glass  window  in  the  plate.  Great  care  should  be  taken 
to  avoid  more  distention  of  the  bladder  than  is  nect^ssary  to  keep  it  spread  over  the 
glass,  since  the  circulation  is  very  easily  disturbed  or  intemiptcKi.  A  cover-glass  may 
be  laid  upon  the  bladder  or  held  in  place  over  and  touching  it  by  an  upright  attached 
to  the  plati*  for  thLj  purpose,  and  irrigation  with  salt  solution  started  and  maintained. 

If  the  circulation  is  compromised  one  should  ai^  that  the  base  of  the  extruded 
portion  of  bladder  is  not  pn'ssed  ujx)n  by  the  abdominal  walls;  that  it  is  not  overfilled 
and  is  not  pn\ssed  too  muoh  by  the  cover.  By  attending  to  these  points  in  a  frog  not 
over-curarized  one  may  maintain  the  circulation  for  hours.  Since  the  wall  of  the  blad- 
der is  ver>'  thin,  consisting  of  little  else  than  the  almost  in\isible  epithelial  lining,  a 
membmnous  connective-tissue  wall  reinforct^d  here  and  there  by  slender  bundles  of 
smooth  muscle  cells,  and  the  bUM>d- vessels,  one  secun>s  in  this  organ  pictures  of  the 
blood-vessels  of  incomparable  clearness  and  may  study  the  minutest  phases  of  the 
circulation  and  its  disturl>ances.  emigration,  etc.  The  contraction  of  the  muscle 
bundles  brings  al>out  occasional  shifting  of  the  field,  but  this  is  not  usually  a  serious 
drawback  to  continuous  observation  even  with  high-power  lenses. 

On  the  whole,  though  slightly  mon»  difiicult  to  prepan',  the  bladder  is  to  be  pre- 
ferred to  the  inesenterj'  for  studies  on  the  minute  phenomena  of  emigration,  diapede- 
sis,  hiemorrhage.  etc.,  and  it  is  admirably  suited  to  the  study  of  the  local  effect  of  drugs, 
such  lis  adn'iialiii.  on  the  circulation. 

In  neither  the  mestmterj'  nor  the  bladder  is  it  necessary  to  injure  the  oigan  further 
than  is  ineWtable  in  the  pn'liminarv'  operation  and  ex|xxsure,  in  order  to  incite  the 
inflammatory'  phenomena  in  the  ve88(>ls.  In  both  organs  the  course  ol  the  emigrated 
leucocytes  may  be  followed  through  the  interstices  of  the  tissues  after  they  have  left 
the  ves.sels.  It  is  most  instructive  after  the  obsen-ations  on  the  living  animal  are 
completed  to  pith  or  decapitate  the  fn)g,  fill  the  bladder  with  a  fixative  such  as  Orth's 
fluid,  in  which  the  organ  after  ligating  is  placed,  and  finally  to  scrape  off  the  epithe- 
lium, stain  with  ha'matoxylin  and  eosin,  and  mount  pieces  of  the  wall  in  balsam  for 
study. 

The  Lunc;. — The  circulation  in  the  lung  and  various  phases  of  its  disturbance  may 
be  studied  on  the  living  frog  by  the  use  of  the  Thoma  plate  especially  adapted  for  the 
bladder.  The  pn'liminar\'  o^x'Rition  is  made  in  the  axillary'  line,  the  long  incisioii 
n'aching  forward  to  the  axilla.  A  cannula  tapering  at  one  end  so  as  to  pass  between 
the  folds  of  the  glottis  for  five  or  six  nmi.,  but  not  to  slip  further  in,  is  tied  in  place  by 
a  thn'ad  through  the  snout  of  the  curarized  animal.  A  flexible  rubber  tube  over  the 
fn»e  end  of  the  cannula,  which  extends  a  couple  of  centimetres  I H»yond  the  snout  and  is 
controlled  by  a  clip,  enables  one  to  blow  into  the  lung  and  force  it  out  throu^  the 
incision.  The  inflation  should  not  l)e  excessive  and  the  base  of  the  lung  should  not  be 
constricted.  The  animal  is  placed  on  its  back  upon  the  plate  with  the  distended  lung 
over  the  glass  window  and  irrigated  in  the  manner  above  indicated  for  the  bladder. 
The  picture  of  the  circulatorj'  districts  of  the  single-sac  lung  with  the  blood  shooting 
thn)ugh  the  rich  capillary  network  and  entering  the  veins  is  most  interesting  and 
important  for  one  who  would  appreciate  the  signiflcance  of  lung  lesions  involving,  as 
most  of  them  do,  disturbances  of  the  circulatory  mechanism. 


CHAPTER   YL 

ANIMAL  PARASITES. 
Protozoa.  ^ 

The  unicellular  animal  organisms  of  this  class  are  for  the  most  part 
microscopic,  though  a  few  forms  are  large  enough  to  be  visible  to  the 
naked  eye.  Some  grouped  here  seem  to  belong  in  the  borderland  be- 
tween plants  and  animals.  Many  of  them  are  parasitic  in  man,  though 
few  forms  are  as  yet  of  known  pathogenic  significance.  There  is,  how- 
ever, much  reason  for  the  growing  belief  that  many  forms  are  the  incit- 
ing factors  in  some  of  the  serious  infectious  diseases  whose  etiology  is 
still  obscure. 

The  protozoa  may  be  divided  into  four  classes: 
I.  Sarcodina  or  Rhizopoda. 
II.  Mastiggphora. 

III.  Sporozoa. 

IV.  Infusoria. 

I.  Sarcodina  (Rhizopoda). 

The  protozoa  of  this  class  are  the  simplest  in  structure  and  move 
about  or  feed  by  the  protrusion  of  broad  or  slender  processes  called  pseu- 
dopodia.  Reproduction  takes  place  by  simple  division  and  by  spore 
formation.  One  of  the  lowest  orders  in  this  class  contains  forms — 
Amoeba — which  are  parasitic  in  man. 

The  Amaba  coli  dysenterice  (Entamoeba  hystolytica  Schaudinn)  is 
of  considerable  pathological  significance.  It  has  been  repeatedly  found 
in  acute  and  chronic  dysentery,  in  the  intestinal  contents,  at  the  bottom 
of  the  intestinal  ulcers,  and  in  the  secondary  abscesses,  especially  of  the 
liver,  which  may  accompany  ulcerative  colitis.  The  amoeba  is  believed 
to  be  the  inciting  factor,  in  some  cases,  in  both  the  primary  ulcerative 
colitis  and  its  complicating  abscesses  (see  page  627). 

This  amoeba  (Fig.  73)  is  a  spheroidal  cell,  from  five  to  eight  times 
the  diameter  of  a  red  blood  cell,  with  granular  protoplasm  and  a  vesic- 
ular nucleus.  It  often  contains  larger  and  smaller  vacuoles.  Fre- 
quently, especially  when  the  amoeba  is  active,  a  portion  of  the  proto- 
plasm appears  almost  homogeneous — ectosarc — while  the  rest — endosarc 

1  For  a  i^suxn^  of  our  present  knowledge  of  the  parasitic  and  other  protozoa,  consult 
Calking f  "The  Protozoa/'  1902;  also  Mannaberg,  Lubarsch  and  Ostertag's  "Ergebnisse 
der  allg.  Aetiologie  der  menschlichen  und  Thierkrankheiteu,"  Jahrg.  I.,  Abth.  1,  p.  916, 
1896;  Krtue  in  Fl&gge's  "Biikroorganismen,"  vol.  ii. ;  Clarke,  "Protozoa  and  Disease," 
1903;  and  Doflein  and  ».  Prowazek  in  Kolle  and  Wassermann's  "Handbuch  der  Mikro- 
ofganismen/'  Bd.  i.,  8. 865. 
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— is  granular.     When  inovinK  it  assumes  various  forms,  thrusting  out 

and  withdrawing  nearly  homogeneous  pseu  do  podia.     It  may  also  change 

its  shape  without  progressive  movement.     It  occurs  in  acute  and  chronic 

d  sente   ■,  frequently  in  Egypt, 

o    1,     n  My    in   Russia,  and   is 

often   een  in  the  United  States.' 

Ot  he   species  of  amceba  have 

been    found    parasitic     in     the 

hun  an    mouth,  intestines,  and 

bladder  * 

II    Mastiuophora, 

These  organisms,  maoy 
fo  n  s  f  which  are  closely  re- 
lated to  the  Sarcodina,  are  of 
definite  or  changeable  shape, 
with  or  without  a  membrane: 
some  ai'e  parasitic,  some  sapro- 
phytic. They  are  characterized  hy  the  possession  of  one  or  more  motile 
tiagella.     They  are  frequently  grouped  in  colonies. 

Among  the  flagellated  protozoa,  the  group  of  Trypanosomes  are  of 
much  signiflcance,  as  parawitcs  in  frogs  and  other  cold-blooded  as  well  as 
in  warm-blooded  animals.  These  organiKms  are  fusiform  in  outline, 
with  a  single  flagelluni  and  an  undulatory  membrane  {Fig,  74).  They 
have  been  long  known  in  the  blood  of  rats  and  are  of  frequent  occurrence 
in  cattle,  horses,  dogs,  and  other  related  animals.  Among  the  recognised 
diseases  of  animals  Ijelieved  to  beduetotrypanosomes  are:  Nagana — the 
tsetse-fly  disease;  Surra;  and  several  other  maladies  of  wild  and  do- 
mestic animals  of  subtropical  and  tropical  regions.*  Trypanosomata 
appear  to  be  common  in  wild  rats  in  all  countries. 

Trypanosomatic  infection  of  man  in  Africa  is  now  a  well-known 
occurrence.     A  few  cases  have  been  reported   among 
white  men.     The  so-<'alled  "  sleeping  sickness  "  com-        ^^^ 
mon  among  negroes  in  certain  districts  of  ecjuatorial       ^^ — ^ 
Africa  is  induced   by   a  trypanosome — T.  gnmbiense.  74_t-„  ,.- 

The  parasite  is  believed  to  be  conveyed  by  the  bite       o^l  Levmi. 
of  a  fly,  and   may   \ie   found   first   in   the   blood  and 
at  a   later   period    in   the   cerebro-spinal   fluid.     The  lesions  noted  in 
fatal  cases  are  congestion   of  the   meninges   with   fluid  exudate,   with 

>  We  refer  for  furllirr  ilelailfi  rnnrcming  rlic  .\mii'liB  rnii  to  tlic  work  ot  CotHtcAiMa 
and  Lafleur  on  "AmcrbiL'  UyHOnlfry,'!  Jiilinn  ll(>|ikiiiM  Hmiiital  Itcportf,  vol.  ii.,  p.  9B>, 
ISdI.  Fur  a  inetliod  of  <liftertnlial  Hlaimng  of  Ilip  Aiii<i'I>a  coli  wo  MMarj/,  Jounul  Of 
Eipcriinpntal  MiilicLne,  vol.  ii,,  p.  629, 1897.  For  u  r.>»m'  of  Am.i'bu,  callKti^-e  andriR- 
nificaner,  see  A/ujtgrare  and  Clrgg,  llureau  ot  Govt.  I.abt.  IVpl.  of  tlic  Intrrior,  Biologinl 
Laboratory  No.  IS.Oct.,  1W)4. 

'  For  differences  between  pathogenic  an.l  otlipr  am.rlm-  iw  workB  on  oliuie^  pkthology 
or  on  para^tes. 

'  For  a  Bummarv  of  the  Tr\'pano«ome»  and  tlie  diifcancB  believeel  to  be  inciteil  by  thtaa  me 
Noiy.  The  Hftr\ey  Leetures.  190,S-00,  Jour.  Am.  Me.i.  A-wn.,  Jan.  5,  1907. 
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enlargement  of  the  lymph-nodes,  spleen,  and  liver.  Exudative  menin- 
gitis as  a  terminal  infection  with  other  organisms  has  been  described.^ 
Novy  and  McNeal  have  recently  succeeded  in  the  artificial  culture  of 
the  Trypanosoma  lewisi  of  the  wild  rat  *  and  of  T.  brucei  of  the  tsetse- 
fly  disease 'on  nutrient  agar  containing  variable 
amounts  of  defibrinated  or  laked  rabbit's  blood. 
Spirochete  pallida,  the  organism  recently 
discovered  by  Schaudinn  and  Hoffmann  in 
certain  lesions    of    syphilis    and    believed    by     r-.    ^c     r.  i 

^,  ,         ,  ,*,...-  /        f^J"-  75. — Cercomoxas  In- 

them  and  others  to  be  the  inciting  factor  m  testinalis. 

that  disease,  has  been  placed  among  the  flagel-  After  Braun. 

late  protozoa.     This   organism,   together  with 

the    lesions  with  which  it  is  associated,   will   be  described   with   the 

other  infectious  diseases  in  a  later  chapter,  p.  268. 

Cercomonas  intestinalis  is  a  pear-shaped,  flagellate  structure  (Fig.  75), 

about  0.012  mm.  long,  making,  when  alive,  rapid  movements.     It  has 

been  found  in  the  evacuations  of  persons  suffering 
from  cholera,  typhoid  fever,  and  diarrhoea. 

Trichomonas  vaginalis  has  an  oval  or  pear- 
shaped  body  from  0.015  to  0.025  mm.  long,  with 
a  cluster  of  flagella  at  one  end  and  an  undulating 
membrane,  frequently  mistaken  for  cilia,  upon 
the  side  (Fig.  76).  It  is  of  occasional  occurrence 
in  vaginal  exudates.     The  possibility  of  mistak- 

Fio.  7^— T^CTouoNAs      -j^g    ^Yie    T.    vaginalis    for  human  spermatozoa 

After  Dock  should  be  borne  in  mind  in  medico-legal  exam- 

inations, although  to  an  observer  familiar  with 
either  structure  such  a  mistake  could  hardly  occur. 

Some  forms  of  Trichomonas  have  been  found  in  the  urine  of  man,  in 
the  intestines,  and  in  the  sputum.^ 

III.  Sporozoa. 

The  sporozoa  are  all  parasitic,  living  at  some  period  of  their  life 
cycle  in  the  cells  of  their  host,  and  are  especially  characterized  by  their 
reproduction  through  encystment  and  spore  formation.  Many  forms  of 
the  organisms,  especially  the  spores,  are  very  minute  and  difficult  of 

^  Peculiar  organisms  have  been  found  in  Kala-azar  and  the  cacliexial  fever  of  Inelia 
which  appear  to  be  related  to  trypanosomes.  These  are  commonly  called  the  Lei»hman- 
Donovan  bodies. 

'  For  a  riaumi  of  trypanoeomatic  infections  and  the  methods  of  artificial  culture  of 
protozoa,  see  McNeal  and  Novy^  in  "Contr.  to  Med.  Research,  Vaughan  Anniversary  Vol- 
ume/' 1903,  p.  649;  for  discussion  of  trypanosomiasis  in  man,  sec  Manson,  Brit.  Med.  .lour., 
Sept.  19th,  1903,  p.  646;  for  a  study  with  bibliography  of  Trypanosoma  lewisi,  see  Francis, 
Bull.  No.  11,  Hygienic  Laboratory,  PubUc  Health  and  Marine  Hospital  SerWce,  U.  S.  A., 
1903.  For  a  study  of  trypanosomiasis  with  special  reference  to  service  in  the  Philippine 
Islands,  see  Muagrave  and  Clegg,  Department  of  Interior,  U.  S.  A.,  Bureau  of  Govemmont 
Laboratories,  1903. 

*  Nuvy  and  McNeal,  Journal  of  Infectious  Diseases,  vol.  i.,  1904,  p.  1. 

*  For  original  studies  of  Trichomonas  with  historical  summary  and  bibliography,  kcc 
Dock,  Am.  Jour.  Med.  8c.,  vol.  cxi.,  p.  1,  1896. 
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identification.  They  are  widely  distributed,  being  found  as  parasites  in 
nearly  all  classes  of  animals.  They  may  invade  the  gastro-intestinal 
canal  and  the  kidney  and  their  adnexa,  the  blood,  muscle,  connective 
tissue,  and  skin.  While  many  of  them  appear  to  be  harmless  to  their 
host,  others  may  do  serious  damage  by  blocking  the  tissue  spaces  and 
thus,  or  in  other  ways,  inducing  necrosis,  atrophy,  or  cell  death.  Some 
forms  are  wholly  intracellular,  others  remain  for  only  a  part  of  their  life 
cycle  within  single  forms  of  cells,  passing  then  to  other  cells  or  to  the 
body  cavities  or  to  hosts  of  a  different  species.  The  life  cycle  of  many 
forms  is  extremely  complex.  On  account  of  their  strict  parasitism  and 
the  requirements  in  some  instances  of  an  interchange  of  hosts,  precluding 
the  methods  of  culture  applicable  to  many  of  the  lower  organisms,  the 
life  historv  of  many  forms  is  still  unknown  or  obscure. 

The  classification  of  the  Sporozoa  is  still  tentative,  but  one  may  con- 
veniently recognize  the  following  orders: 

1.  Gregarincc. — These  are  round  or  elongated  parasites,  some  of  the 
higher  forms  presenting  partitions  in  the  cell  with  special  development 
of  one  end  for  attachment.  They  are  parasitic  in  certain  cold-blooded 
animals,  especially  the  invertebrata.  The  young  stages  only  are  intra- 
cellular, mature  forms  occurring  in  the  body  spaces. 

2.  The  Myxosporidia  are  parasitic  in  certain  of  the  invertebrates,  in 
fishes  and  batrachians.  Epidemics  among  silk  worms  incited  by  a  para- 
site of  this  class  have  occasioned  serious  losses.  Many  species  are  con- 
cerned in  diseases  of  fish,  in  which  they  may  cause  extensive  deep  foci 
of  necrosis  and  ulceration.  Cytoryctes  variola?,  believed  to  be  the 
organism  inciting  smallpox  (see  page  291),  is  described  as  allied  to  this 
order  of  protozoa. 

3.  Coccidia. — Organisms  of  this  order  are  parasitic  in  certain  of  the 
invertebrates,  in  birds,  reptiles,  and  mammals.     They  are  round  or  oval, 

usually  intracellular  parasites  having  no  free 
^  9  c         motile  adult  stage.     They  are  most  frequently 

found  in  the  epithelium  of  the  intestine  and 
liver. 

One  of  the  most  common  forms  in  the  mam- 
malia is  Coccidium  onforme  (Fig.  77)  which  is  of 
frequent  occurrence  in  the  liver  of  the  rabbit, 
forming  a  part  of  the  contents  of  yelloiiish 
irregular  shaped  masses,  resembling  tumors,  or 
in  the  form  of  cysts. ^ 

The  parasites  surround  themselves  with  a 
capsule  within  which  elongated  sporozites  de- 
velop.    This  encapsulated  form  may  be  taken  up  by  a  new  host  in 
which  the  sporozites  are  set  free  and  enter  the  epithelial  cells  in  which 
they  again  become  encapsulated. 

The  occurrence  of  Coccidium  oriforme  has  been  recorded  in  the  liver, 
kidney,  and  heart-muscle  of  man. 

Another  smaller  form,  occurring  in  the  intestinal  epithelium  of  dogs, 

1  See  Tyzzer,  Jour.  Med.  Res.,  vol.  v\i.,  p.  235,  1902,  bibL 
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cats,  and  rabbits,  has  been  found  in  two  cases  in  a  similar  situation  in 
man. 

Rixford  and  Gilchrist^  have  described  in  detail  two  cases  of  proto- 
zoan (coccidoidal)  infection  of  the  skin  and  other  organs,  making  a  care- 
ful comparison  between  these  and  organisms  somewhat  resembling  them 
which  have  been  found  in  various  skin  lesions. 

4.  Sarcosporidia, — In  this  order  of  the  Sporozoa  the  usually  elongated 
slender  early  stage  is  found  in  between  the  muscle  fibres  and  bundles  of 
vertebrates — mouse,  hog,  and,  in  a  few  instances,  in  man.  These  are 
commonly  known  as  the  "  tubes  of  Miescher  ''  or  *'  of  Rainey.*'  Reni- 
form  or  falciform  spores  are  developed.  The  adult  forms  are  spheroidal 
or  elongated.     The  life  cycle  is  not  well  known. ' 

5.  HcBtnosporidia, — These  parasites  of  the  blood  form  a  large  group 
occurring  in  the  corpuscles  or  plasma  of  vertebrates — amphibia,  reptiles,' 
birds,  and  mammals.  Some  forms  are  among  the  most  important  of  the 
protozoan  parasites  of  man.  They  are  of  small  size;  the  adult  form  is 
motile.  One  stage  in  the  life  cycle  is  passed  in  the  blood  of  the  verte- 
brate host.  Another  stage  or  cycle  may  be  passed  in  the  body  of  some 
insect,  acting  as  an  intermediate  host. 

Among  the  mammalian  haemosporidia  we  may  mention  the  haema- 
tozoa  of  malaria  and  the  haematozoon  of  Texas  fever. 

The  characters  of  the  malarial  haematozoon,  for  which  the  mosquito 
acts  as  intermediate  host,  are  described  in  detail  on  page  295. 

The  haematozoon  inducing  Texas  fever  in  cattle  was  discovered  by 
Theobald  Smith  and  Kilbourne  and  csiled  Pyrosomabigeminum,  In  one 
stage  it  is  a  minute  pyriform  organism  occurring  often  in  pairs  in  the 
red  blood  cells  of  its  host.  Free  forms  have  been  found  in  the  blood. 
While  its  life  cycle  has  not  been  completely  worked  out,  Smith  and 
Kilbourne  showed  that  a  cattle  tick  acting  as  an  intermediate  host 
transmits  the  parasite  through  her  eggs  and  larvae.  It  is  through  these 
young  ticks  that  fresh  cattle  become  infected.* 

Id  1902,  Wilson  and  Chowning*  described  the  occurrence  of  ovoid  bodies  in  the  red 
blood  cells  of  persons  suffering  from  the  so-called  '*  spotted  fever''  of  Montana.  These 
bodies  in  fresh  blood  showed  amoeboid  movements.  These  observations  have  been  con- 
firmed by  Wesbrook  and  by  Anderson,  but  other  observers  have  failed  to  discover  the 
mlleged  organism.  The  infection  is  believed  to  occur  through  the  bites  of  ticks  and 
the  disease  has  been,  therefore,  called  also  "tick  fever."  Further  study  is  required 
before  the  etiology  of  this  disease  and  the  intervention  of  the  tick  can  be  regarded  as 
established. 

^  Johns  Hopkins  Hospital  Reports,  vol.  i.,  p.  209,  1S96,  bibliograpliy. 
'  For  a  study  of  the  production  of  sarcosporidia  in  the  mouse  sec  Theobald  Smith,  Trans. 
Assn.  Am.  Phys.,  vol.  xvi.,  p.  576,  1901. 

*  See  Langmann,  "Hsmosporidia  in  American  Reptiles  and  Hatrachians,"  N.  Y.  Med. 
Jour.,  January  7th,  1800. 

*  For  a  summary  of  observations  on  Texas  fever  (IIsDmof^lobimiria  of  Cattle)  sec  KossH, 
in  Kolle  and  Waasermann's  "Handbuch  der  Mikroorganismen,"  Bd.  i.,  p.  841.  bibl. 

*  WiUanBndChawning,  Jour.  Inf.  Dis.,  vol.  i.,  p.  31, 1904.  See  for  later  studies  liicketU, 
Jour.  Inf.  Dis.,  r6L  iv.,  p.  141, 1906. 
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IV.    IXKISORIA. 

The  infusoria  are  the  most  highly  differentiated  of  the  protosoa. 
They  have  numerous  motor  appendages  or  cilia,  which  may  persist 
through  life  or  in  some  lornis  be  replaced  in  the  adult  stage  by  suctoria. 
They  i-eproduce  chiefly  by  fission,  or  budding.  Among  the  ciliated 
infusoria,  few  if  any  are  pathogenic  in  man.  The  BalarUidium  coli  (Fig. 
78)  is  an  ovoidal  organism  from  0.00  to  0.1  mm.  long;  it  is  a  common 
parasite  of  swine  in  some  regions,  and  has 
been  found  a  few  times  in  the  intestinal 
tract  of  man  under  conditions  which  in- 
dicated its  possible  pathogenic  significance. 

Kethods  of  Study  of  the  Protoww. 
The  protoEoa  may  be  studied  in  the  living 
condition  cither  in  ihe  fluids  in  which  they  ue 
found  or  in  thnv-quartcr-per-cent  salt  solutioD. 
Th<y  may  1h'  killed  aud  pn^served  by  allowing  » 
drop  of  oiie-per-ci'nt  oamic  acid  to  nin  under  the 
cover-glass,  and  replacing  this  after  an  hour  by 
1.    Or  they  may  be  killed  by  sublimate  aolution  and 


T-glaaa  and  stained 


glycerin  lightly  tinged  with  e 
staiaed. 

Mutiy  of  the  siiialler  forms  show  well  when  dried  o 
with  the  anilin  dyirs  by  the  methods  used  tor  bacteria  (sec  p.  137). 

The  movements  of  the  Amnelia  eoli  in  the  fu-ees  or  in  the  contents  of  abseesaea 
which  freiiuently  contain  them  in  enormous  numliera,  may  be  studied  on  the  waim 
stage  in  threo-quartcr-per-cent  salt  Eolution.  Its  morphology  may  be  studied  in  tianie 
containing  it.  euch  us  intestinal  ulcers,  abscesiiies.  etc.,  which  have  been  hatdened  in 
alcohol  and  stained  either  with  methylene  blue  or  hiematoxj-lin,  the  former  being  eep^ 
cially  commended  by  Councilman  and  Lafleur. 

The  attempts  to  obtain  pure  cultures  of  certain  fonns  of  Anueba  and  similar  or 
allied  forms  of  protozoa  have  been  partially  successful.  The  method  by  which  Hc^CaI 
and  Novy  obtained  pure  culture  of  trypanosomes,  namely,  by  the  use  of  ordinary  nutri- 
ent agar  containing  mbbita'  blood,  is  of  high  promise  in  related  forms  of  protoioa.  For 
details  of  this  method  as  well  as  a  nattinv  of  the  cultivation  of  protozoa,  consult  MclietU 
and  Novy.  ''Contributions  to  Medical  Hcsearch,  Vaughan  Aniuveraaiy  Volume,"  1903, 
p.  549. 

Worms. 
TREKATODA  (Flukes). 
These  worms  are  small,  fiat,  tongue-shaped,  or  leaf-like  creatures, 
with  an  intestine,  and  a  discoidal  structure  on  the  under  surface,  by 
means  of  which  they  attach  themselves.     There 
are  several  genera  and  species  found  in  man. 
The  most  common  genus  is  Disloma.     Of  these 
D.   kcpalicitm    is  of  most   frequent   occurrence 
(Fig.  7!>"i.     It  is  about  :jO  mm.  long,  and  usually 
occurs  in  the  gall-ducts  and  gall-bladder.     The 
embrj'os   are  often    attached  to  water  plants, 
from  eating  which  the  infection  is  believed  to 
occur.     /).  lanceolatum  is  more  slender,  pointed  at  the  ends,  8  to  10  mm. 
long,  and  has  been  found  a  few  times  in  the  gall-bladder.     D.  4 " 


FlQ.  70.— DlSTOMA  Hepat- 
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is  a  slender  worm  about  15  mm.  long,  and  has  been  found  in  the  bile 
in  considerable  numtiers,  particularly  in  the  Chinese.  D.  haimalobium 
is  a  more  nearly  cylindrical  worm;  the  sexes  are  dbtinct,  the  male  from 
12  to  14  mm.  long,  the  female  16  to  IS  mm.  long,  and  the  parasite  occurs, 
especially  in  Egyptians,  in  the  portal  and  other  abdominal  veins. 

OBBTODA  (Tape  Worub). 

These  important  worms  consist,  in  the  mature  state,  of  more  or  less 
rectangular  or  elongated  segments,  each  one  of  which  represents  a  single 
individual,  arranged  in  a  linear  series  to  form  a  colony,  at  one  end  of 
which,  called  the  head,  is  a  variously  formed  structure  for  the  attach- 
ment of  the  colony  to  its  host.  The  neck  and  head  are  called  the 
scolex,  while  the  segments  are  called  proglollidcx.  These  worms  have 
neither  mouth  nor  alimentary  canal.  They  are  hermaphrodites,  the 
sexes  being  united  in  the  proglottides.  The  head  and  neck  (scolex) 
may  exist  as  an  immature  form  in  various  tissues  and  organs  where 
they  are  encysted,  and  are  often  called  cysticercus. 

Tania  solium  is  of  frequent  occurrence  in  man.  It  may  be  several 
metres  in  length,  and  may  be  coiled  up  or  stretched  out  in  the  small 
intestines.  Several  worms  may  be  in  the 
gut  at  one  time.  The  head,  about  the  size 
of  a  pin's  head  (Fig.  SO),  has  a  project  ng 
proboscis  or  rostellum,  around  which  are 
arranged  a  double  row  of  horny  booklets 
Below  these  are  four  sucking  discs  at  tl  e 
sides  of  the  head.  The  hooklet.s  of  the  an 
tenor  row  are  larger  than  those  in  the  pos 
tenor  row,  and  are  from  O.IC  to  O.IS  mm 
long.  The  proglottides,  when  fully  developed 
are  from  10  to  12  mm.  long  and  from  5  to  6 
mm.  wide,  but  those  nearest  the  head  aie 
much  shorter  and  immature.  The  eggs  of 
T.  solium  are  ovoidal  structures,  about  0  01 
mm.  in  diameter.  The  embryo  of  this  wotm 
is  most  commonly  seen  in  the  muscles  of  the  ,  j 

pig  as  an  encysted  ecolex,  commonly  called  i 

a  "  measle."     It  occasionally  occurs  in  man  j 

in  the  muscles,  brain,  eye,  etc.,  and  is  called 
cyaticerciu    cellulogtu.     It    is    usually    about  ' 

the  size  of  a  pea,  but  may  be  us  large  as  a 
pigeon's  egg  and  surrounded  by  a  connective       ^'°    *"  U.jjvii  "*   ''"**" 
tissue  capsule.  -^  ^bout  40. 

Infection  with  the  worm   occurs  in  the 
human  subject  from  the  ingestion  of  insufficiently  cooked  "  measly  " 
pork,  or,  in  the  case   of  cysticercus  celluloss,  from   the   ingestion   of 
the  eggs,  which  may,  in  a  variety  of  ways  in  uncleanly  persons,  get 
into  the  food. 
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Mediocaneixata.     Head 


A,  head  X  about  1 


Tmnia  mediocanellata  (T.  saginata  Leuckart). — The  head  of  this 
species  is  somewhat  cuboidal,  with  neither  rostellum  nor  hooklets,  but 
with  four  sucking  discs  (Fig.  81).  The  segments  are  genernlly  broader 
and  shorter  than  in  T.  solium,  and  the  worm  is  usually  larger.  In  the 
emliryonal  form  the  scolex  oc- 
curs as  the  Cysticercus  UenUc 
mediocanellatcE  in  the  form  of 
small  cysts  in  the  muscles  of 
cattle,  from  the  eating  of  which 
in  the  uncooked  condition  the 
infection  occurs.  This  is  the 
most  common  tapeworm  in  the 
United  States. 

Tania  eckinococcus.  — This 
worm  in  the  mature  condition 
forms  a  short,  small  colony 
inhabiting  the  intestine  of  the 
dog.  The  head  is  about  0.3 
mm.  in  diameter  and  has  a 
double  row  of  hooklets  around 
the  rostellum.  The  proglottides 
e  three  or  four  in  number,  the 
rogiotiid,  last  lieing  the  larger.  The  en- 
''t^^IJi"^  tire  colony  is  not  more  than  4 
to  5  mm.  in  length.  ff)te  sig- 
nificance of  this  parasite  in 
human  pathology  depends  upon  the  cysts,  called  hydatids,  which  it 
forms,  in  the  immature  or  cysticercus  stage,  in  various  parts  of  the 
body.  Intimate  association  with  dogs  favors  the  acquirement  of  this 
parasite.  When  the  eggs  of  the  mature  worm  get  into  the  intestinal 
canal  of  man  they  undergo  piirtial  development  and  find  their  way  into 
the  tissues  and  organs,  most  frequently  into  the  liver.  Here  cysts  are 
formed  which  become  encap- 
sulated by  a  connective-tissue 
membrane  produced  by  the  in- 
flammatory reaction  of  the  or- 
gan. 

The  cyst  wall  of  the  parasite 
is  formed  of  two  layers — an 
outer,  finely  lamellatcd  layer 
called  the  cu(icu/a  (Fig.  82),  and 
an  inner,  granular  layer,  con- 
taining mu.scle  fibres  and  blood- 
vessels called  the  parenchyma- 
tous layer.  Inside  of  the  primary  cyst  secondary  cysts  sometimes  form, 
called  daughter  cysts,  and  within  the  latter  tertiary  cysts,  called  grand- 
daughter cysts,  may  develop.  On  the  inner  surface  of  the  cysts,  either 
primary,  secondary,  or  tertiary,  the  scolices  or  heads  of  the  immature 


t  the  neck.     Natumt  site. 
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worm  are  formed.  These  develop  in  the  walls  of  the  pediculated 
vesicles  called  brood  capsules.  The  walls  of  these  vesicles  have  a  lamel- 
lated  cuticula  and  a  parenchymatous  layer  similar  to  those  of  the  primary 
cysts.  The  scoHces,  of  which  there  may  be  several  in  each  brood  cap- 
sule, are  similar  to  the  heads  of  the  mature  tapeworm.  They  are  about 
0.3  mm.  in  diameter,  having  a 
rostellum  surrounded  by  a 
double  row  of  hooklets  and 
©four  sucking  discs  (Fig.  83), 
At  the  posterior  end  of  the 
scolex  is  a  pedicle  by  which  it 
is  originally  attached  to  the 
wall  of  the  brood  capsule.  Lit- 
tle, lamellated  concretions  of 
lime  salts  are  often  present 
in  the  scolex.  The  anterior 
portion  of  the  scolex,  the  ros- 
tellum, booklets,  and  suckers, 
are  often  invaginated  in  the 
^_^„^.^^^^„  „  ™,  ,1  posterior  portion.  Thescolices 
may  he  free  inside  of  the  brood 
capsules,  or,  owing  to  the  rupture  of  the  latter,  they  may  be  free  in  the 
cavityof  the  primary  cysts.  They  may  die  and  degenerate,  forming  ft 
granular  mass  in  which  the  hooklets  may  be  embedded,  or  the  hooklets 
may  bte-free  in  the  brood  capsules  or  in  the  primary  cysla.  Sterile  cysts 
are  often  found,  that  is,  those  in  which  neither  brood  capsules  nor  sco- 
lices  are  developed. 

The  cysts  contain,  in  addition  to  the  scolices,  a  clear,  gelatinous 
fluid.  This  fluid  may  become  turbid  by  admixture  with  disintegrated 
scolices  or  fragments  of  the  parenchymatous  layer,  or  it  may  contain 
fatty  detritus,  cbolesterin  crystals,  and  particles  of  lime  salts.  The 
fluid  may  be  partially  absorbed,  leaving 
a  thick,  gnimous  material  within  the 
cysts,  which  may  become  calcified  or  con- 
verted into  a  stony  mass.  'When  the 
scolices  are  not  found  entire  the  diag- 
nosis may  be  made  by  the  discovery  of 
the  separate  booklets  (Fig.  84)  or  frag- 
ments of  the  characteristically  lamellated 
cyat  walls.  The  connective-tissue  walla 
of  the  primary  cysts  may  become  fatty, 
or  caseous,  or  calciiied. 

Sometimes  the  secondary  vesicles  pro- 
ject outward  instead  of  inward,  forming  a  series  of  cysts  outside  of  the 
primary  one.     This  variety  of  development  is  sometimes  seen  in  man, 
but  is  more  common  in  the  domestic  animals.     It  is  called  Eckinococcus 
gCoteeiparieT^a  or  exogena. 

Another  variety  of  echinococcus,  called  E.  multUocvlans,  is  almost 
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always  found  in  the  liver,  and  appears  to  be  the  result  of  incomplete 
and  disturbed  development  of  the  embryos  or  cysts.  It  consists  of  a 
congeries  of  irregular,  usually  small  cysts  (Fig.  456,  p.  690),  sur- 
rounded by  broad  and  narrow  bands  of  connective  tissue,  and  some- 
times containing  gelatinous  fluid  and  scoliees  or  hooklets;  but  the 
latter  structures  are  commonlv  absent  or  difficult  of  detection.  The 
whole  is  often  surrounded  by  a  dense  connective-tissue  capsule  which 
may  be  calcified.  The  entire  mass  often  presents  an  alveolar  structure 
and  was  formerly  regarded  as  a  tumor — alveolar  cancer.  The  diagnosis 
may  be  established  by  the  discover^'  of  the  hooklets  or  scoliees,  or  frag- 
ments of  the  lamellated  cuticula.  This  form  of  the  parasite  is  rare  in 
America. 

There  are  four  or  five  other  species  of  tjrnia,  occurring  rarely  in  man. 

Tcenia  nana. — This  species  occurs  in  the  form  of  small  colonies,  about  15  mm.  in 
length.  The  rostellum  is  surrounded  by  a  single  row  of  hooklets.  Its  occurrence  has 
het»n  noted  a  few  times  in  this  country'.  Tcenia  flavopunctcUa,  a  species  about  which 
little  is  known,  is  rep>orted  twice  in  .\merica  as  occurring  in  the  intestine  of  young  chil- 
dren. Tcenia  madagascariensis,  also  little  known  and  rare,  has  been  seen  in  two  chil- 
dren in  Madagascar. 

Tctnia  cucumerina. — This  species  occurs  in  colonies  about  20  cm.  long.  The  head 
is  very  small  and  spheroidal,  and  has  four  rows  of  hooklets.     It  is  frequent  in  the 


FiQ.  85. — AscARis  LUMBRicoioEs.     About  half  natural  sise. 
A,  Male.     B,  Female.     After  Perls. 

small  intestines  of  dogs  and  cats.  It  occurs  occasionally  in  man.  Its  scolex  inhabits 
the  dog  louse,  and  infection  may  occur  in  man  by  the  transference  of  the  lice  or  the 
embryos  of  the  parasite  to  the  mouth,  as  the  rcsiUt  of  the  filthy  habit  of  kissing  dogs 
and  cats  or  permitting  the  face  to  be  licked  by  them. 

Bothriocephalus  lotus, — This,  the  largest  of  the  human  tapeworms,  has  very  broad, 
quadrangular  proglottides.  The  head  is  ovoidal  and  about  2  mm.  long  and  1  mm. 
broad.  It  has  no  proper  sucking  discs  and  no  hooklets,  but  by  long  grooves  on  either 
side  of  the  head  the  animal  attaches  itself  to  its  host.  The  neck  is  long  and  filiform. 
It  occurs  most  frequently  in  Europe,  particularly  in  the  northern  provinces.  The  eggs 
undergo  partial  development  in  water,  and  are  taken  up  by  the  pike  and  eel-pout,  and 
perhaps  by  other  fresh-water  fish,  from  the  ingestion  of  whose  flesh  in  an  imperfectly 
cooked  condition  the  human  infection  occurs.  Two  other  species  of  Bothriocephalus 
have  been  described  as  of  rare  occurrence  in  man :  B.  cordatus  in  Greenland  and  Iceland, 
and  B.  cristatns. 

NEKATODA  (Round  Wormfl). 

These  worms  are  in  general  cylindrical,  elongated,  usually  pointed 
at  the  ends,  and  sometimes  filiform.  The  surface  is  sometimes  smooth, 
sometimes  irregularly  beset  with  hairs  and  papilla?,  or  possesses  longi- 
tudinal elevated  striae  or  transverse  rings;  but  the  body  is  not  segmented. 
There  is  a  mouth  at  the  anterior  portion,  and  a  ventral  anus  near  the 
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Fid.  86.— EoGs  OF  Nematode  Woiuia. 

A,  Eggs  of  AMcaria  lumbricoides,  X  about  300. 

B,  egga  I}!  Oxj-uHs  ^'c^micula^iB,  X  about  250. 


posterior  end,     The  intestine  is  straight.     The  sexes  are  in  most  forms 
distinct,  the  male  being  in  general  smaller  than  the  female. 

Ascaris  lumbricoides. — This  is  one  of  the  most  common  of  the  human 
intestinal  parasites,  and  is  of  particularly  frequent  occurrence  in  chil- 
dren. It  ia  of  a  light-brownish  or  reddish  color.  The  female  is  from  30 
to  40  cm.  long  and  from  5  to  6 
mm.  thick.  The  male  is  some- 
what more  than  half  as  large 
(Fig.  85).  Both  sexes  are  point- 
ed at  the  ends,  the  posterior  end 
of  the  male  being  curved  into  a 
spined  hook.  The  eggs,  from 
0,05  to  0.06  mm,  in  diameter, 
are  surrounded  by  an  albumi- 
nous envelope  (Fig.  86  A)  and 
are  quite  resistant  to  destruc- 
tive agencies.  The  mode  of  de- 
velopment and  life  history  of 
these  parasites  are  not  very  well 
underatood.  Their  usual  seat  in  man  is  the  small  intestine,  but  they 
may  wander  into  the  stomach,  and  exceptionally  get  into  the  mouth, 
nose,  bronchi,  gall-passages,  peritoneal  cavity,  etc.  They  may  be  single 
in  the  gut  or  present  in  great  numbers. 

Two  other  species  of  ascaris  have  been  found  in  man,  A.  maritima 
was  found  in  the  vomit  of  a  child  in  Greenland,  in  an  immature  condition. 
.-1,  myslax,  a  tolerably  common  form  in  cats  and  dogs,  has  been  found  a 
few  times  in  man.     It  ia  smaller  than  A.  lumbricoides. 

Oxyuru  vermicularis  (Threadworm  or  Pinworm). — This  species  is 
very  smalt;  the  female  has  a  pointed  tail  and  is  about  I  cm.  long.  The 
posterior  end  of  the  male,  which  is  about  4  mm.  long, 
is  blunt,  and  after  death  somewhat  curled  (Fig.  87). 
The  eggs  (Fig.  86  B)  are  produced  in  great  numbers, 
are  oval,  and  about  0.052  mm.  long.  This  parasite 
is  very  common  in  children,  and  may  be  present  in 
large  numbers  in  the  colon.  This  worm  is  known 
to  infest  only  the  human  subject,  and  infection 
doubtless  occurs  by  the  ingestion  of  the  eggs,  which 
are  widely  distributed  in  a  variety  of  ways  on  many 
objects,  fruits,  etc. 

Strongylus  gigas.—TWis  is  a  slender  red  worm,  the 
female  being  sometimes  I  metre  long  and  over  1  cm. 
in  diameter.     It  has  been  found  several  times  in  the 
pelvis  of  the  kidney  in  man.     It  is  more  common  in 
the  wolf,  fox,  horse,  seal,  and  some  other  animals. 

Strongylus  longevaginaiits. — The  female  is  about  2.5  cm.  long,  the  male, 
as  usual,  shorter.  It  is  of  a  yellowish-white  color,  and  has  been  found 
once  in  the  lung  of  a  boy  in  Germany. 

StTongylua  mbtUU. — A  very  small  species  (female  5.6-7  mm.  long)  has 
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been  described  by  Looss  as  occurring  in  Egypt  in  the  human  intestine. 
But  it  is  believed  to  be  without  pathological  significance. 

Dochmius  duodenalis  (Ankylostoma  duodenale). — The  female  is  from 
1  to  2  cm.  long,  the  male  about  1  cm.  long.  The  body  of  the  male  is 
dilated  anteriorly  and  curved  backward.  Its  mouth  is  furnished  with 
a  chitinous  capsule  and  chitinous  claw^s  and  teeth.  It  is  found  in  the 
small  intestine  of  man  in  Italy,  Switzerland,  Egypt,  and  Brazil.  The 
head  is  burrowed  into  the  mucous  membrane  of  the  host,  and  the  animal 
is  nourished  by  the  blood  which  it  sucks  out,  and  which  is  usually  seen 
in  its  intestine.  An  ecchymosis  is  produced  at  the  point  of  attachment, 
or  even  severe  haemorrhage,  and  marked  anaemia  may  be  the  result  of 
the  presence  of  large  numl>ers  of  the  parasites. 

Trichocephalus  dispar  (Whipworm). — The  males  and  females  are  of 
nearly  equal  size,  4  to  5  cm.  long.  A  little  less  than  one-half  of  the 
body  (the  posterior  portion)  is  about  1  mm.  thick,  and  in  the  male  is 
rolled  into  a  flattened  spiral,  but  in  the  female  is  but  slightly  bent. 

The  anterior  part  of  the  body  is  very 
slender  (Fig.  88)  and  is  embedded  in  the 
mucous  membrane  of  the  host.  The 
eggs  are  elongated,  oval-shaped,  about 
0.05  mm.  long  and  about  one-half  as 
wnde,  with  a  thick  brown  capsule.  This 
Fio.  88.-TRICHOCEPHALU8  DISPAR.  pa^asite  is  vcry  common  in  some  coun- 
From  the  skin  of  the  mons  veneris.       ^"cs,  especially  m  France  and  southern 

Italy.  It  is  commonly  found  in  the 
caecum,  usually  in  small,  but  sometimes  in  very  large,  numbers.  It  is 
generally  of  little  pathological  significance,  commonly  producing  no 
symptoms.     Its  developmental  history  is  not  well  known. 

Trichina  spiralis, — The  female  of  this  common  parasite  is,  in  the 
mature  condition,  about  3  mm.  long,  the  male  from  1  to  1.5  mm.  long; 
they  are  filiform  in  shape  and  white  in  color.  The  young  are  born  in 
the  form  of  tiny  worms  about  0.01  mm.  in  length  and  somewhat  similar 
to  the  adult  in  shape.  Infection  occurs  in  man  from  the  ingestion  of 
insufficiently  cooked  pork.  The  muscle  of  the  diseased  pig  contains 
the  embryos  of  the  parasite  in  an  encysted  condition.  In  the  stomach 
the  capsule  of  the  worm  is  dissolved  and  the  embryos  are  set  free.  They 
very  rapidly  mature,  increasing  in  size,  and  the  females  give  birth  in 
the  small  intestine  to  very  large  numbers  of  young.  It  is  estimated  that 
a  single  female  may  give  birth  to  from  1,300  to  1,500  young.  These 
find  their  way  through  the  mucous  membrane  and  wall  of  the  gut,  into 
various  parts  of  the  body. 

The  exact  course  which  they  take  in  getting  out  of  the  gut  is  not 
fully  established;  probably  they  traverse  the  tissues  indifferent  ways. 
At  any  rate,  they  find  their  way  to  the  voluntary  striated  muscle  tissue, 
which  they  penetrate,  and  enter  the  muscle  fibres.  Here  they  cause  a 
disintegration  of  the  contractile  substance,  and  coil  themselves  inside 
of  the  sarcolemma.  In  this  situation  they  become  encapsulated  by 
material  in  part  furnished  by  themselves,  in  part  by  means  of  the  inflam- 
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matory  reaction  which  their  presence  induces  in  the  connective  tissue  of 
the  muscle.  The  worms  are  surrounded  inside  the  capsule  by  granular 
material  (Fig.  89).  The  capsule  after  a  time  becomes  partially  calcified, 
and  in  this  condition  may  be  readily  seen  by  the  naked  eye  as  a  tiny  white 
speck.  In  thia  encysted  state  they  may  remain  inactive  but  living  for 
an  indefinite,  often  for  a  very  long  time.  Most  frequently  the  cysts 
contain  but  one  embryo,  but  they  may  contain  from  two  to  four.  The 
embryo  may  die  and  its  remains  become  calcified. 

The  same  course  of  events  follows  when  the  muscle  trichinae  are  eaten 
by  the  pig  or  a  variety  of  other  animals. 

The  embryos  in  the  muscle  are  killed  by  a  temperature  of  55°  C.  and 
by  some  of  the  methods  of  curing  pork. 

The  embryos  may  mature  and  a  new  generation  be  born  within  from 
five  to  eight  days  after  the  ingestion  of  the  diseased  meat. 

As  the  result  of  the  presence  of  these  parasites  in  the  body,  if  the 
invasion  be  severe,  nutrition  may  be  impaired  and  catarrhal  enteritis, 
broncho-pneumonia,  hyperplasia  of  the  mesenteric  lymph  nodes,  and 
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fatty  degeneration  of  the  liver  may  occur.  Leucocytosis  with  a  great 
increase  in  the  number  of  eosinophile  cells  is  common.  The  encapsu- 
lated embryos  may  be  found  in  enormous  numbers  in  various  voluntary 
muscles  of  the  body,  but  they  are  most  apt  to  be  found,  when  not  very 
abundant,  in  the  muscles  of  the  neck  and  larynx,  in  the  intercostal?  and 
the  diaphragm.  They  tend  to  collect  toward  the  tendinous  extremities 
of  the  muscles.  Tricliinie  also  occur  in  the  rat,  cat,  mouse,  and  other 
animals. 

Filaria  medinensia  (Guinea  worm). — This  is  a  thread-like  worm;  the 
female,  which  is  alone  known,  being  sometimes  as  much  as  SO  cm.  long 
and  from  0.5  to  1.7  mm.  thick.  It  is  common  in  the  East,  and  inhabits 
the  subcutaneous  connective  tissue,  in  which  it  often  gives  rise  to  nb- 
B  and  ulcers.     The  embryos  hve  for  a  time  free  in  fresh  water,  and 
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are  taken  up  by  a  species  of  fresh-water  crustacean,  in  whose  body  they 
undergo  further  development,  and  by  the  ingestion  of  which  the  infection 
of  the  human  subject  occurs. 

Filaria  sanguinis  hominis. — The  embryo  of  this  parasite,  which  in- 
habits the  blood  and  lymph  of  man,  especially  in  Brazil,  Eg\''pt,  and 
some  parts  of  the  Orient,  and  occasionally  occurs  in  this  country,  is 
about  0.35  mm.  long,  rounded  anteriorly,  and  pointed  at  the  tail  (Fig. 
90).  It  has  about  the  diameter  of  a  red  blood  cell.  It  occurs,  sometimes 
in  great  numbers,  in  the  blood  during  the  night  time,  being  as  a  rule 
absent  during  the  day.     It  may  occur  in  the  urine  in  connection  with 

chyluria  and  hsematuria.  The  ma- 
ture female  is  from  S  to  10  cm.  long, 
and  has  been  found  inhabiting  the 
lymph-vessels  of  man,  particularly 
in  the  scrotum  and  lower  extrem- 
ities.     Owing   to    the   obstructions 

FlO.   90. FlI^RlA   SANCiriNIS  HOMIN18 i    •     i      •.  •        ^i         l  i         •  l 

Embryonic  Form  from  the  Blood.  which  it  causes  m  the  lymph  Circula- 
tion, and  to  the  local  irritation  which 
its  presence  induces,  it  sometimes  gives  rise  to  lymphangiectasis,* 
oedema,  abscesses,  and  perhaps  elephantiasis.  One  of  the  embr>^onic 
stages  of  development  is  believed  to  take  place  in  the  body  of  a 
species  of  nocturnal  mosquito.  Through  the  bodies  of  the  dead  mos- 
quitoes, which  are  liable  to  fall  into  the  drinking-water,  it  is  believed 
that  the  spread  of  the  parasite  may  occur. 

There  are  several  other  species  of  filaria  occasionally  found  in  man 
which  it  is  not  necessarv  to  enumerate  here.' 

Rhabdonema  strongyloides. — A  small,  filiform  worm  from  1  to  2  mm. 
in  length  is  found,  often  in  enormous  numbers,  in  the  intestines,  biliary 
and  pancreatic  ducts  of  man  in  Cochin  China  and  in  Italy,  giving  rise 
to  endemic  diarrhoea.  It  has  been  thought  that  there  are  at  least  two 
species,  which  have  been  described  under  the  generic  name  AguiU'ula, 
but  recent  researches  by  Leuckart  have  led  him  to  believe  them  to  be 
different  developmental  stages  of  the  same  form,  for  which  he  suggests 
the  above  name. 

Methods  of  Study  of  Worms. 

Filaria  sanguinis  may  be  presen-ed  by  preparing  a  smear  of  the  blood  containing 
it  on  a  slide  in  the  usual  way  (see  p.  299),  and  staining  with  methylene  blue. 

The  larger  parasites  may  be  hardened  in  formalin  and  studied  whole  after  dehydra- 
tion in  alcohol  and  clearing  in  oil  of  cedar  or  origanum.  Or  sections  may  be  made  after 
embedding,  and  stained  and  mounted  in  the  usual  way. 

The  examination  of  muscle  for  trichina  is  often  of  great  practical  importance.  For 
this  purpose  small  pieces  of  fresh  muscle  are  scjueezt^d  into  a  thin  sheet  between  two 
slides,  and  examined  with  a  low  power.  A  considerable  numlier  of  bits  of  muscle  should 
be  examined,  particularly  from  the  above-mentioned  favorite  situations,  l>efore  exclud- 
ing them  in  a  suspected  case,  because  they  are  sometimes  present  in  small  numbers.  A 
thorough  search  is  of  special  importance  in  the  examination  of  pork,  since,  owing  to 

*  For  a  study  of  filarial  lymphatic  varix  see*  Opir,  TranM.  Assn.  Am.  Ph\'«.,  vol.  x\'i., 
p.  314. 

2  For  bibliography  consult  Lothrop  and  Prriit,  Am.  .lour.  Metl.  Sfionrr-^.  vol.  cxx.,  p. 
526,  1900. 
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the  enormous  fertility  of  the  parasites,  even  a  moderate  number  may  give  rise  to  a 
severe  infection. 

For  the  minute  examination  of  the  parasite,  bits  of  muscle  should  be  hardened  in 
Orth's  fluid  and  alcohol,  decalcified  if  necessary,  and,  after  embedding  in  celloidin,  thin 
sections  cut  and  stained  double  with  hematoxylin  and  eosin,  and  mounted  in  balsam. 
Bits  of  muscle  may  be  also  teased,  the  embryos  picked  out  with  a  needle,  and  the  cysts 
either  broken  open  under  a  lens  with  the  needle,  or  squeezed  under  the  cover-glass. 
The  embryo  worm  thus  set  free  may  be  mounted  in  a  mixture  of  equal  parts  of  glycerin 
and  saturated  aqueous  picric  acid.  The  adult  forms,  which  may  be  obtained  by  feeding 
rabbits  with  uncooked  trichinous  muscle,  and  examining  after  the  proper  interval,  may 
be  hardened  in  Orth's  fluid,  and  mounted  in  a  mixture  of  equal  parts  of  picric  acid 
and  glycerin,  or  in  the  same  mixture  which  has  been  lightly  tinged  with  eosin. 


Arthropoda. 

The  scope  of  this  work  does  not  permit  us  to  enter  in  detail  into  the 
subject  of  external  parasites,  which  will  be  found  described  in  treatises 
on  diseases  of  the  skin  or  in  the  general  works  on  parasites  referred  to 
below.    But,  owing  to  their  frequent  occurrence  and  practical  importance, 

we  may  briefly  describe  two  of  the  more  common 

forms  of  arthropods,  the  *'  itch  insect  "  and  the 

*'  louse." 

The  common  '^  itch  insect  " 

inis  (A cams  scabiei) — is  shaped 

somewhat  like  a  turtle,  with  a 

chitinous  covering,  and  presents 

the  general  appearance  seen  in 

Fig.  91.     The  female  is  about 

0.45  mm.  long,  the  male  a  little 

smaller. 

The    parasite    bores    little 


Sarcoptes  horn- 


Fio.  91 . — Sarcoptes  hom- 

IICXS THE  "itch  insect." 

Female;  back  view.  After 
FQrstenberg. 


'\.^ 


Fi«.  92.— Pki>1(  r- 

LIH       CAPITIS  THE 

"head  LorsE." 
Male.     After  Bniun. 


tunnels  in  the  skin,  in   which 

the  eggs  are  laid  and  the  young 

hatched.      After    a  few    days 

these  bore  fresh  channels  in  the 

skin.  For  their  detection  a  bit 
of  the  superficial  layer  of  the  skin  is  snipped  out  with  curved  scissors, 
dehydrated  and  cleared  up  with  oil  of  cloves,  and  examined  under  a  low 
power,  when  the  tunnels  and  the  parasites,  if  present,  will  be  readily  visible. 
The  head  louse,  Pediculus  capitis,  is  from  1  to  2  mm.  long,  the  female 
being  slightly  the  larger.  The  general  appearance  of  the  insect  is  seen 
in  Fig.  92.* 

Methods  of  Study  of  Insects. 

These,  if  small,  may  be  cleared  in  turpentine  and  mounted  in  balsam,  or  sections 
may  be  cut  off  after  embedding  in  paraffin. 

*  BMiography. — Especially  to  be  recommended  for  detailed  description  of  human 
and  animal  panwites  is  the  small  work  of  Moniez,  "Traits  de  Parasitologic/'  Paris,  1896. 

Consult  also,  especially  for  the  forms  of  eggH  and  other  parts  of  animal  parasites  which  may 
be  found  in  the  excreta,  von  J<ikseh,  Wood,  or  Simon,  or  other  works  on  clinical  microscopy. 

The  Reports  of  the  Bureau  of  Animal  Industry  of  the  U.  S.  Department  of  .^Rriculturo 
contain  many  valuable  data  relating  to  animal  parasites  and  the  di.<«eases  of  animals  in  the 
United  States. 


CHAPTER  Vn. 

PLANT  PABASITES. 

The  plant  parasites  of  man  belong  among  the  simplest  of  living  or- 
ganisms. Three  distinct  groups  are  of  frequent  occurrence  in  or  upon 
the  body.     These  are: 

1.  Bacteria,  or  fission  fungi  (Schizomycetes). 

2.  Yeasts,  or  yeast  fungi,  or  sprouting  fungi  (Blastomycetes). 

3.  Moulds,  or  mould  fungi  (Hyphomycetes). 

The  first  group,  the  bacteria,  is  of  the  greatest  significance,  because 
it  contains  organisms  which  are  very  frequently  the  excitants  of  serious 
disease.' 

I.  Bacteria. 

MORPHOLOGY,  PHYSIOLOGY,  AND  DIBTBIBXTTION. 

Bacteria  are  minute  unicellular  plants  devoid  of  chlorophyll,  multi- 
plying by  transverse  division  and  in  some  cases  preserving  the  species 
by  the  formation  of  spores. 

The  colorless,  sometimes  granular,  protoplasm  is  enclosed  by  a  mem- 
brane, and  some  forms  are  surrounded  by  a  transparent  capsule.  Not 
infrequently  parts  of  the  protoplasm  appear  less  dense  than  the  rest, 
as  if  from  vacuolation,  and  a  few  observers  have  claimed  to  demonstrate 

in  certain  forms  a  nuclear  substance. 
But  owing  to  their  minuteness, 
studies  of  the  structure  of  the  proto- 
plasm of  bacteria  have  thus  far  led 
to  but  meagre  results. 

Many  of  the  bacteria,  especially 
bacilli  and  spirilla,   less  frequently 
the  cocci,  have  hair-like  processes 
called  ftagella  which  are  apparent- 
Fio.  93.— Bacteria  with  Flagella.        ly  organs  of  locomotion  (Fig.  93). 

These  may  be  single  or  in  tufts;  may 
be  at  one  or  both  ends  or  over  the  general  surface.  Their  number  and 
distribution  seem  sometimes  to  be  characteristic  of  special  forms. 

Forms  of  Bacteria. — The  various  forms  of  bacteria  may  be  grouped 
into  three  classes  (Fig.  94). 

1 .  Spheroidal  bacteria. — Cocci  or  micrococci  (singular,  coccus,'  micro- 
coccus). 

*  The  term  micro-organism  includes  all  of  these  forms  of  minute  and  lowly  plants.  They 
are  sometimes  spoken  of  collectively  as  germ*  or  m,ierobe9, 

*  Pronounced  kok'^us,  plural  koW-n. 
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2.  RodAike  bacteria, — Bacilli  (singular,  bacillus). 

3.  Spiral  bacteria.— SpiriWa  (singular,  spirillum). 

All  straight  bacteria  which  have  one  axis  longer  than  the  other  are 
called  bacilli,  even  though  the  form  is  oval  rather  than  rod-like.     The 

^  ends  of  bacilli  may  be  square  or  rounded,  and  in 

•'•^  ^^-      stained  preparations  in  some  cases  concave. 

•^  V        ^m^  While  the  cocci  elongate  a  little  in  preparation 

^^^  ^         for  fission  and  in  this  condition  present  a  slight 

m  ^^Cw^  irregularity  in  the  length  of  their  axes,  and  thus 

^^     %    ■'^^  resemble  bacilli,  the  complete  observation  of  their 

\      #  ^j  life  cycle  rarely  permits  error  in  the  determination 

^  \    ^  of  the  primary  group  to  which  a  given    micro- 

^^  organism  belongs. 

Fia.  94.— Typical  Some  bacteria  present  slight  modifications  of 

Forms  of  Bacteria,  the  fundamental  form  in  certain  phases  of  their 
Spirilla.  ^^      '    ^         growth  and  under  various  chemical  and  physical 

conditions.  Thus  some  of  the  cocci  after  division 
are  slightly  flattened  on  their  contiguous  sides — biscuit-shaped;  certain 
bacilli  may  bulge  slightly  in  the  middle — Clostridium  forms;  others  may 
be  larger  at  one  end  than  at  the  other — racket-shaped;  bacilli  from  the 
same  culture  may  present  considerable  irregularities  in  breadth  and 
especially  in  length.  The  morphology  may  differ  somewhat  under 
different  growth  conditions.  But  these  slight  variations  in  form  rarely 
give  rise  to  serious  difficulty  in  classification. 

When  the  conditions  of  life  are  unfavorable  or  when  they  are  old, 
bacteria  may  contain  more  deeply  staining  granules  called  metachromatic 
granules.  These  have  been  regarded  by  some  as  spores,  but  they  ap- 
pear to  be  the  results  of  cytoplasmic  degeneration.  The  less  degenerated 
portions  retain  the  stain.  A 

Finally,  when  bacteria  are  placed  under  conditions  unf/\forabIe  for 
the  maintenance  of  their  life  processes,  and  when  they  a/e  4ead,  they 
are  often  irregularly  swollen  and  contorted  or 
may  undergo  partial  disintegration,  giving  rise 
to  what  are  known  as  **  involution  forms.'* 

While  all  bacteria  are  minute  there  is  among 
them  considerable  diversity  in  size,  some  being 
many  times  larger  than  others.^ 

When  the  bacteria  are  about  to  multiply  by 
fission  they  elongate,  a  dividing  septum  forms, 
they  become  constricted  at  a  right  angle  to  the     c^^''^::::^:^ 
axis  elongation,   and  finally   two  independent     cus*. 
organisms  are  produced.     The  multiplication  of 

bacteria  by  fission  may,  when  the  conditions  are  favorable,  occur  so 
rapidly  as  to  give  rise  within  a  few  hours  to  an  enormous  number  of 
new  individuals. 

*  For  convenience  of  expression  microscopist.s  have  afcre<Kl  to  lot  the  letter  //  stand 
for  the  word  micromilliinetre,  which  is  one-thousamith  part  of  a  millimetre.  This  unit 
of  measure,  ^ual  to  about  one-twenty-five  thousandth  of  an  inch,  is  often  called  a  micron. 
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In  many  cases,  the  new  individuals  thus  developed  fall  apart  in  a 
form  identical  with  that  of  the  parent  cell.  In  some  species,  on  the 
other  hand,  the  new-formed  individuals  are  prone  to  cling  together  with 
greater  or  less  tenacity,  thus  giving  rise  to  growth  aggregates  which  are 

^     ^*Su^       more   or   less   characteristic    (Fig. 


Flo.   96. — Growth    Aggregates   of 
Bacteria. 

1,  Diplococcus ;  2,  streptococcus;  3,  meri.<<- 
mopedia;  4,  diplobacillus ;  5,  8trt»ptobacilli; 
6.  curvtMi  bacteria  forming  chains. 


9(3).     Thus  among  the  cocci  there 

are  those  in  which  a  large  part  of 

the  new  individuals  cling  together 

in  pairs.     These  forms  are  called 

diplococci.     In    others    the    pairs 

cling  together  in  longer  aggregates 

or  chains.     Such  are  called  strep- 

^   ^  ^  tococci. 

yV      \fjLc  J     I  *^    similar    occurrence    in    the 

N^^y^V"^^  ^\r\^     bacilli  gives  rise  to  diplobacilli  and 

^  ^^1  ^\         ^  %fl        strcptobacilli.     Some  of  the  spiral 

jr^  6^         form.s  are  due  to  the  close  junction 

end  to  end  of    oppositely  curved 
segments. 

Certain  cocci  divide  in  two  di- 
rections  at   right   angles  to  each 
other,    giving   rise    to   four   cocci 
clinging  together  and  lying  in  the 
same  plane.     These  are  called  tetrads  or  ftieri,smopcdia. 

Finally  cocci  may  divide  along  three  planes  at  right  angles  to  each 
other,  giving  rise  to  cuboidal  packets  of  eight  germs  or  some  multiple  of 
this — such  growth  groups  are  called  sarcina^  (Fig.  97). 

There  is  a  family  of  filamentous  or  branching  organisms  which  are 
oft-en  spoken  of  as  polymorphous  or  higher  hoeteria,  some  of  which  may 
indeed  be  links  between  the  bacteria  and  higher  plant  forms.     Fila- 
mentous bacteria  are  more  or  less  distinctly  seg- 
mented, and  the  segments  may  be  enclosed  in  a 
common  sheath.     The  modes  of  reproduction  and 
a   certain   specialization   of  function   of  different 
parts  of  the   filaments   which  is  frequently  pres- 
ent indicate  affiliations  with  higher  forms.      By 
this  specialization  of  function  is  meant  the  attach- 
ment of  the  threads  at  one  end  to  the  substance 
on  which  they   grow,  and    the  formation  at  the 
free  ends  of  structures  which  appear  to  be  con- 
cerned in   the  reproduction.      Several   groups  of 
these  organisms  have  been  named,  but  few  of  them 

have  as  yet  been  adequately  studied.  The  groups  streptothrix,  clado- 
thrix,  crenothrix,  leptothrix  may  be  named.  Among  these  the  strep- 
tothrix  is  of  the  most  significance  here,  since  pathogenic  forms  are  known.' 

*  Bacteria  in  mas-ses  emhe<l(leil  in  an<l  hel<l  together  by  a  more  or  less  abundant  homo- 
geneous material  wliich  they  elaborate  are  called  znaffltva. 

-Some  organisms  commonly  called  bacilli — tubercle  bacillus  for  example — ^may  belong 
in  this  group. 


Fio.  97. — Sarcixa. 

Showing  growth  aggre- 
gates in  cuboidal  masses. 


PLANT    PARASITES  131 

The  Streptothrix  actinomyces,  and  closely  related  species,  and  the  lesions 
which  they  induce,  will  be  described  later.  There  are  many  reasons  for 
the  belief  that  the  forms  called  streptothrix  and  actinomyces  are  more 
closely  related  to  the  moulds  than  to  the  bacteria,  but  the  scope  of  this 
work  does  not  permit  the  discussion  of  the  subject,  particularly  difficult 
as  it  is  on  account  of  the  confusion  of  terms  and  the  lack  of  sufficient 
knowledge  of  the  life  history  of  the  organisms  involved  (see  Actinomyces, 
p.  225). 

Variations  in  Forms. — Their  apparently  simple  structure  and  the 
lowly  position  which  bacteria  occupy  in  the  scale  of  living  things  have 
given  rise  to  the  conjecture  that  marked  changes  in  form  within  the 
limits  of  the  primary  groups,  or  even  changes  from  one  primary  group 
to  another,  may  be  brought  about  by  alterations  in  environment,  food, 
etc.  In  the  early  days  of  the  exact  study  of  bacteria  this  belief  in 
pleonwrphism  in  bacteria  found  ready  currency.  But  the  more  exact 
study  of  separate  forms,  which  the  new  technique  has  made  possible, 
has  led  to  the  general  acceptance  of  the  view  that  variations  do  not  occur 
except  within  comparatively  narrow  limits,  and  that  what  we  are 
accustomed  to  call  species  of  bacteria  maintain  their  morphological 
characteristics  with  tenacity  under  the  most  varied  changes  in  environ- 
ment, even  though  these  persist  through  the  countless  generations  which 
may  pass  within  the  limits  of  a  single  experiment.  The  physiological 
characters  of  bacteria  are,  as  we  shall  presently  see,  subject  to  wide  and 
significant  variation,  but,  so  far  as  we  can  now  see,  fnonomorphism 
widely  if  not  exclusively  prevails. 

Spores. — Under  a  variety  of  conditions,  the  limitations  of  which  are 
not  very  well  understood,  new  bacteria  are  produced,  and  the  species  is 
perpetuated,  not  by  simple  division,  but  by  the 
development  of  spores.  The  most  common  mode 
of  spore  formation  is  called  cfidogenous.  A  small, 
shining  mass  makes  its  appearance  within  the  pro- 
toplasm from  which  it  is  formed,  grows  more  and 
more  distinct,  and  finally  appears  as  a  sharply  de- 
fined spheroidal  or  oval,  strongly  refractile  color-  fkj.os- BAriLTiSnow- 
less  body   surrounded    by    a   limiting  membrane  jn^  srouEs. 

(Fig.  98),  which  can  be  separately  stained  and  The  Indies  of  the 
mav  remain  within  a  cell  membrane  or  mav  free    J^«7»\  ^''^^  ^^^""^'^  ^'H^' 

nietnvlene       Dlue,      tlic 

itself  by  degeneration  of  the  latter.     Endogenous     spore's  with  fuchsin. 
spore  formation  is  common  in  bacilli,  rare  in  spi- 
rilla and  in  cocci.     The  spores  appear  to  be  surrounded  by  a  dense  enve- 
lope, and  are,  as  a  rule,  much  more  resistant  to  deleterious  agencies,  such 
as  heat,  drying,  chemicals,  etc.,  than  are  the  vegetative  forms  of  the 
bacteria  themselves. 

Vacuoles  in  bacteria  are  often  mistaken  for  spores.  Spores,  when 
placed  under  favorable  conditions  in  the  presence  of  moisture  and  nutri- 
ment, swell,  become  less  refractile,  and  develop  into  the  usual  vegetative 
form.  The  actual  observation  of  this  transformation  is,  in  doubtful 
cases,  the  only  absolute  guarantee  of  the  spore  nature  of  these  bodies 
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though  staining  methods  are  useful.     Another  method  of  sporulation — 
arthrogenous — has  been  described,  but  its  nature  is  not  well  understood. 

Conditions  of  Life,  Growth,  and  Multiplication. — The  bacteria  require 
for  their  nutrition  carbon,  hydrogen,  oxygen,  and  nitrogen,  and  certain 
mineral  salts.  These  they  can  obtain  from  proteids  and  carbohydrates. 
Free  oxygen  is  necessary  for  the  growth  and  activities  of  some  forms  of 
bacteria  and  for  others  not. 

Nitrogen  may  be  obtained  by  some  bacteria  from  inorganic  salts  of 
ammonia,  from  nitrites  and  nitrates.  Bacteria  grow  best  as  a  rule  in  an 
organic  food  medium,  especially  soluble  albuminous  material  which  is 
neutral  or  slightly  alkaline.  Most  of  these  materials  are  rendered  avail- 
able as  food  by  the  action  of  enzymes — inverting,  sugar-splitting,  proteo- 
lytic, etc.,  often  given  off  by  the  organisms  and  acting  upon  the  albu- 
minous materials. 

Those  bacteria  which  require  free  oxygen  are  called  aerobic.  Those 
which  do  not  grow  in  its  presence  are  called  anaerobic.  But  between 
these  extremes  there  are  forms  which  make  shift  to  grow  without  oxygen 
under  favorable  conditions,  though  they  make  use  of  it  when  present; 
others  grow  in  its  presence,  though  flourishing  best  in  its  absence:  these 
are  called  facultative  aerobes  or  facultative  anaerobes,  in  distinction  from 
those  first  mentioned,  which  we  call  obligate  aerobes  or  anaerobes. 

Bacteria  are  active  only  in  the  presence  of  moisture.  When  this  and 
other  conditions  favoring  their  activity  fail  they  do  not  necessarily  die, 
but  some  forms  may  remain,  either  as  spores  or  as  fully  developed  organ- 
isms, for  long  periods  dry  and  inert,  but  capable  of  resuming  their  ac- 
tivity whenever  they  are  again  restored  to  favorable  conditions. 

Some  bacteria  are  and  some  are  not  very  sensitive  to  changes  of  tem- 
perature. At  a  temperature  below  +  5°  C.  they  are  incapable  of  marked 
activity  or  proliferation.  At  +  7°  C.  a  slow  growth  has  been  observed 
in  varibus  speciee.  Many  forms  may  remain  alive  for  long  periods  frozen 
in  ice,  while  some  are  not  killed  by  a  temperature  of  —250°  C.  As  the 
temperature  is  raised  their  activities  increase  up  to  a  certain  point.  It 
may  be  said  in  general  that  they  are  most  active  at  about  the  temper- 
ature of  the  body,  although  species  differ  considerably  in  this  respect. 
In  fluids  many  bacteria  are  killed  by  a  prolonged  exposure  to  a  tempera- 
ture of  from  50°  to  70°  C.  or  even  less.  On  the  other  hand,  certain 
species  grow  at  a  temperature  of  from  60°  to  75°  C.  Such  are  called 
thermophilic  bacteria.  When  dry  they  resist  much  higher  temj)erature 
than  when  moist.  All  known  bacteria,  save  a  few  very  invulnerable 
spore-forming  species,  are  killed  by  a  short  exposure  in  the  presence 
of  moisture  to  a  temperature  of  100°  C.  The  spores  are,  as  a  rule,  more 
resistant  to  high  temperatures  than  the  bacteria  themselves,  some  having 
l)een  exposed,  dry,  to  a  temperature  of  140°  C.  without  destruction  of 
life.  Fluids  containing  the  spores  of  bacteria  which  resist  very  high 
temperatures  may  be  sterilized  by  boiling  for  a  short  time,  then  being 
allowed  to  stand  at  ordinary  temperatures  for  several  hours,  and  then 
again  boiling;  this  process  being  repeated  several  times.  In  this  way, 
although  the  spores  themselves  are  not  killed  by  the  heat,  the  bacteria 
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into  which,  if  the  conditions  be  favorable,  they  develop  during  the 
intervals  are  killed,  so  that  finally  the  medium  is  entirely  freed  from  both 
living  spores  and  adult  bacteria.  Strong  light  is  in  general  inimical  to 
the  life  and  growth  of  bacteria,  and  by  direct  sunlight  many  forms  are 
readily  killed.  Various  forms  of  electricity,  rapid  and  continued  vibra- 
tion, the  action  of  radium,  etc.,  may  kill  bacteria. 

Motility. — Some  bacteria  are  capable  of  performing  rapid  movements, 
others  are  not:  and  the  same  form  mav  be  at  one  time  motile  and  at 
another  immotile,  depending  upon  external  conditions.  Movement  is 
largely  confined  to  the  rod-like  and  spiral  forms,  but  has  been  observed 
in  the  spheroidal. 

It  has  been  shown  that  certain  of  the  motile  bacteria,  when  suspended 
in  fluids,  are  attracted  toward,  or  repelled  from,  dissolved  chemical  sub- 
stances. This  is  called  chemotaxis  (see  p.  84),  and  it  is  termed  posi- 
tive or  negative  according  as  the  organisms  are  attracted  or  repelled. 

Germicides. — Certain  chemical  agents,  when  brought  into  contact 
with  bacteria,  greatly  reduce  their  activities  or  destroy  their  life  alto- 
gether; but  different  species  differ  greatly  in  their  capacity  of  resistance 
to  these  agents.  The  spores  of  certain  bacteria  are  exceedingly  re- 
sistant, much  more  so  than  the  bacteria  themselves,  to  the  action  of 
disinfecting  agents.  Among  the  chemical  substances  commonly  used 
as  disinfectants  may  be  mentioned  formalin,  carl)olic  acid,  and  espe- 
cially solutions  of  corrosive  sublimate,  which  is  very  inimical  to  the  life 
of  most  bacteria  and  their  spores,  even  in  extremely  dilute  solutions. 

The  Distribution  and  R61e  of  Bacteria  in  Nature;  Metabolism,  etc. — 
The  bacteria  play  a  very  important  role  in  nature  in  virtue  of  their  power 
of  feeding  upon  and  decomposing  dead  organic  material.  A  part  of  the 
new  chemical  compounds  which  are  thus  formed  may  be  used  by  the 
bacteria  for  the  purposes  of  their  own  nutrition  and  growth,  while  the 
rest  are  set  free  to  serve,  sooner  or  later,  as  food  for  other  forms  of  plants 
or  animals.  In  the  decompositions  which  are  brought  about  in  nature 
by  the  bacteria  those  compounds  of  nitrogen  and  carbon  dioxide  are  set 
free  which  are  essential  for  the  nutrition  of  the  higher  plants. 

Without  the  activities  of  bacteria,  life  could  not  be  long  maintained 
upon  the  earth,  since  the  necessary  carbon,  hydrogen,  oxygen,  and  nitro- 
gen would  soon  be  permanently  locked  up  in  unavailable  form  in  organ- 
ized material.  Through  the  action  of  the  various  nitrifying  bacteria  in 
the  soil,  ammonia  is  decomposed  with  the  formation  of  water  and  nitrous 
acid;  nitrous  is  converted  into  nitric  acid.  The  so-called  denitrifying 
bacteria  reduce  nitrates  to  ammonia  and  to  nitrites.  In  these  wavs, 
among  others,  water  percolating  through  the  soil  may  \>e  freed  from 
objectionable  organic  compounds.  There  are  certain  soil  l)acteria  which 
aid  special  groups  of  plants  to  fix  nitrogen  from  the  surrounding  media 
and  make  it  available  for  the  uses  of  the  plant.  A  large  number  of 
complex  chemical  substances  are  elaborated  during  the  growth  of  bac- 
teria, their  nature  varying  with  the  species  of  bacteria  and  the  composi- 
tion of  their  nutrient  material.  Some  of  the  chemical  compounds  set 
free  by  the  growing  bacteria  are  bad-smelling  or  aromatic;    some  are 
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inert  and  harmless  substances;  some  are  powerful  poisons,  and  may,  when 
they  have  accumulated  in  the  fluids  where  they  grow,  inhibit  activity 
and  growth  or  even  destroy  the  bacteria  which  have  produced  them. 

Fermentations  and  putrefactions  are  due  to  the  activities  of  micro- 
organisms, some  to  bacteria,  some  to  yeasts,  some  to  moulds.  Putrefac- 
tion is  a  form  of  fermentation  in  which  nitrogenous  compounds  are 
decomposed  by  micro-organisms  setting  free,  especially  in  the  absence  of 
oxygen,  bad-smeliing  substances. 

Hacteria  which  induce  fermentation  are  called  zymogenic — and  each 
species  induces  fermentation  of  a  particular  character  in  the  presence  of 
a  special  substance,  as  glucose,  or  members  of  a  certain  class  of  substances 
such  as  carbohydrates.  Some  of  these  fermentations  are  important  in 
the  arts;  some  are  concerned  in  the  changes  which  food  products  undergo 
under  natural  or  artificial  conditions,  such  as  the  development  of  kou- 
myss  from  milk  and  the  common  butyric,  lactic,  alcoholic,  and  other 
fermentations. 

The  chemical  changes  which  are  induced  by  micro-organisms  in  the 
process  of  fermentation  are  extremely  complex  and  little  understood. 

Bacteria  may  develop,  in  their  metabolic  activities,  soluble  ferments 
or  enzymes  of  various  kinds  resembling  diastase,  pepsin,  trypsin,  rennet, 
etc.  These  may  remain  in  the  bacterial  cell  or  may  be  diffused  into  the 
surrounding  media. 

Many  bacteria  form  pigments  as  they  grow  {chromogenic  bacteria). 
This  pigment  may  be  developed  in  or  upon  the  germs  themselves  or  may 
be  diffused  through  the  surrounding  media  and  may  be  developed  only 
in  the  presence  of  light,  oxygen,  etc.  Gas-producing  bacteria  are  called 
a'erogenic.  Certain  species  when  growing  in  masses  emit  a  phosphor- 
escent light — photogenic  bacteria. 

Certain  of  the  basic  chemical  compounds  resembling  the  vegetable 
alkaloids,  which  are  formed  by  the  action  of  bacteria  in  organic  matter, 
are  called  ptomains}  The  chemical  substances  produced  by  certain 
forms  of  bacteria  are  of  practical  importance  because  they  induce 
deleterious  effects  in  many  of  the  infectious  diseases;  these  are  called 
toxins.  Complex  proteid  bodies  may  be  produced  during  the  growth  of 
bacteria;  these  may  be  in  part  set  free,  in  part  assimilated  in  the 
bacterial  cell  protoplasm.  These  proteid  bodies  belong  in  part  to  the 
albumins,  in  part  to  the  albumoses,  while  some  of  them  resemble  the 
peptons.  Many  of  them  seem  to  be  most  potent  factors  in  the  induction 
of  the  phenomena  and  lesions  of  the  infectious  diseases.  The  poisonous 
albuminous  substances  produced  in  the  body  by  the  growth  of  certain 
disease-producing  bacteria  are  called  toxalbumins.  These  may  also  be 
produced  in  culture  media  by  certain  species. 

Bacteria  are  widely  distributed  in  the  air,  in  water,  and  in  the  super- 
ficial layers  of  the  soil,  where  they  may  be  present  in  enormous  numbers. 
They  are  especially  abundant  among  the  habitations  of  man,  or  wher- 
ever under  favorable  conditions  of  moisture  and  temperature  animal  or 

^  Leucomaina  arc  basic  products  produced  in  the  tissues  of  living  animala  by  cell  metab- 
olism. 
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vegetable  substances  are  undergoing  decay.  They  cling  tenaciously  to 
moist  surfaces,  but  when  dried,  and  especially  when  dried  upon  com- 
minuted material,  they  may  float  in  the  air  as  dust.  In  quiet  air  they 
gradually  settle  with  other  forms  of  dust  on  to  horizontal  surfaces,  and 
thus  in  closed,  still  rooms  the  bacteria-laden  air  may  in  a  few  hours 
almost  wholly  free  itself  of  its  living  contaminations  by  a  process  analo- 
gous to  sedimentation  in  water. 

This  widespread  transportation  of  bacteria  as  dust  by  moving  air,  and 
the  spontaneous  cleansing  of  the  latter  by  the  settlement  of  the  germs, 
are  important  factors  in  the  sanitary  problems  which  the  complex  con- 
ditions of  modern  life  present. 

While  bacteria  may  live  for  long  periods  in  the  dried  state  in  dust 
they  do  not  in  this  condition  multiply.  But  the  upper  three  or  four  feet 
of  the  soil  forms  the  great  abiding,  and  when  moist,  the  breeding  place 
of  the  myriads  of  germs  which  are  concerned  in  the  salutary  work  of 
food  preparation  for  higher  plants.  Large  numbers  of  mould  spores  are 
frequently  mingled  with  the  bacteria  in  dust  and  soil. 

Surface  waters  almost  alwavs  contain  bacteria,  which  mav  have  en- 
tered  by  aerial  dust  or  from  the  wash  of  adjacent  soil  or  from  direct 
human  or  animal  contamination.  Manv  bacteria  find  in  water  favorable 
conditions  of  Hfe  and  flourish  on  what  to  other  forms  would  be  but  scanty 
nutriment.  Many  pathogenic  bacteria  may  remain  alive  for  consider- 
able periods  in  water,  but  they  do  not  usually  thrive  there. 

The  water  which  in  many  places  lies  in  hollows  of  the  rocks,  bathing 
the  deeper  layers  of  the  soil  or  gathered  in  caverns  and  recesses  beneath, 
is  called  ground  water.  This  under  favorable  conditions  is  almost  wholly 
free  from  micro-organisms,  these,  through  the  complex  processes  of  filtra- 
tion, germ  metabolism,  etc.,  which  go  on  in  the  upper  soil  layers,  having, 
together  with  inorganic  contaminations,  been  largely  retained  or  trans- 
formed as  the  surface  water  has  slowly  sought  the  lower  levels. 

The  Relationship  of  Bacteria  to  Other  Living  Beings. — So  far  as  we 
know,  with  few  exceptions  the  bacteria  whose  natural  habitat  is  the  soil 
or  air  or  water  are  not,  under  usual  conditions,  harmful  to  man.  On  the 
other  hand,  it  is  germs  from  the  bodies  of  men  or  animals  who  are  the 
victims  of  infectious  disease,  gaining  access  in  one  way  or  another  to 
these  great  reservoirs  and  sources  of  distribution,  which  occasionally 
render  the  bacterial  flora  of  soil,  and  air,  and  water  of  direct  personal 
significance  to  man. 

It  will  be  seen  from  what  has  been  said  about  bacteria  and  their 
various  modes  of  life  that  some  live  in  or  upon  and  at  the  expense  of 
other  living  beings — the  hosts — these  are  parasites.  Others  which  live  and 
grow  apart  from  a  living  host  are  called  saprophytes.  In  either  class 
there  are  forms  which,  through  the  capacity  of  adapting  themselves  to 
their  environment,  can  maintain  at  one  time  a  parasitic,  at  another  a 
saprophj'lic  life.  Such  germs  are  called  respectively  facultative  parasites 
or  facultative  saprophytes.  Those,  or  the  other  hand,  whose  life  is  strictly 
limited  to  the  parasitic  or  saprophytic  condition  are  called  obligatory 
parasites  or  saprophytes. 


136  PLANT    PARASITES 

Not  all  the  bacteria  which  live  in  or  upon  the  bodies  of  men  and 
animals  are  in  the  stricter  sense  parasites.  The  terms  messmates  and 
commensals  have  been  applied  to  such  organisms  as  simply  live  with,  but 
do  not  necessarilv  derive  nutriment  from,  the  host. 

In  some  cases  parasitic  life  on  the  part  of  the  micro-organism  may 
contribute  to  the  welfare  of  the  host.  This  is  the  case  in  some  bacteria 
which  live  upon  the  roots  of  certain  leguminous  plants,  and  to  whose 
nutrition  they  contribute  by  rendering  atmospheric  nitrogen  directly 
available  for  the  host.     This  condition  of  life  is  called  symbiosis. 

Species  and  Varieties. — As  has  already  been  indicated,  the  morpho- 
logical characters  of  bacteria  are  so  little  subject  to  permanent  variation 
under  the  widest  diversity  in  the  conditions  to  which  they  are  subject 
that  we  are  justified  in  the  belief  in  fixed  species.  But  so  susceptible  to 
external  conditions  are  the  functional  activities  of  many  species  that  not 
only  is  the  occurrence  of  what  may  be  called  varieties  within  specific 
limits  frequent  under  natural  conditions,  but  more  or  less  permanent 
variations  may  be  experimentally  produced. 

Almost  all  of  the  functional  activities  of  bacteria  upon  which  we  rely 
as  descriptive  characters  may  be  experimentally  altered;  thus  the  color- 
producing  capacity  may  be  diminished,  the  peptonizing  and  fermentative 
activities  lowered,  the  pathogenic  powei*s  reduced  or  exalted,  and  even 
the  capacity  for  spore  formation  may  be  abolished. 

These  more  or  less  permanent  modifications  of  function  in  bacteria 
mav  be  induced  1)V  artificial  cultivation  under  adverse  conditions  of  tem- 
perature  and  nutrition,  by  the  presence  of  deleterious  chemical  agents, 
antiseptics,  etc.,  or  by  association  with  the  body  cells  and  juices  in  sus- 
ceptible or  insusceptible  animals. 

CLASSIFICATION   OF  BACTERIA. 

The  beginning  of  the  systematic  study  of  bact3ria  by  exact  and  re- 
liable methods  is  of  such  recent  date,  they  are  so  minute,  and  our  present 
optical  apparatus  reveals  so  few  differential  morphological  characters 
beyond  the  limits  of  the  three  primary  classes  already  mentioned,  and  so 
few  withal  of  the  many  existing  forms  have  as  yet  been  studied,  that  a 
satisfactory  classification  or  nomenclature  of  the  bacteria  is  not  yet  pos- 
sible. 

Outside  of  the  limit  of  the  primary  classes  above  described  and  based 
upon  the  shape,  we  are  obliged  to  use  for  the  purposes  of  identification 
and  description  the  results  of  physiological  activities  w-hich  the  special 
forms  of  bacteria  display  when  placed  under  diverse  and  usually  entirely 
artificial  conditions  of  food,  temperature,  and  general  environment.  It 
is  evident  from  this  condition  of  affairs  that  what  in  our  attempts  at 
classifications  we  are  wont  to  call  genera  and  species,  are  not  such  in  the 
strict  sense  in  which  these  terms  are  used  in  other  domains  of  biology. 
That  which  corresponds  to  the  generic  name  in  the  more  exact  vocab- 
ularies is  in  ours  usually  the  growth  form  which  indicates  the  primary 
class  to  which  the  germ  belongs,  as  coccus,  bacillus,  or  spirillum,  or  some 
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growth  modification  of  this,  as  diplococcus,  streptococcus,  streptobacillus, 
and  the  like.  To  this  is  usually  appended  a  more  or  less  distinctive 
specific  name,  which  ordinarily  indicates  some  noteworthy  physiological 
capacity  of  the  germ,  such  as  its  peptonizing  power,  the  pigment  which 
it  elaborates,  some  prominent  chemical  reaction  which  it  initiates,  some 
marked  effect  upon  an  artificial  culture  medium,  its  disease-producing 
power  in  men  or  animals,  or  some  fact  about  its  habitat,  or  the  situation 
in  which  it  was  found.  All  of  these  and  other  heterogeneous  character- 
istics, largely  functional,  which  may  be  developed  under  natural  or  arti- 
ficial conditions,  constitute  data  in  the  life  history  of  germs  upon  which 
the  classification  and  nomenclature  of  bacteria  are  at  present  based. 

As  examples  of  names  of  bacteria  thus  derived  may  be  cited  Micro- 
coccus luieuSf  Diplococcus  lanceolatus,  Sarcina  ventricuU,  Bacillus  acidi  lac- 
tici,  Spirillum  cholerce  asiaticcr. 

Notwithstanding  the  value  of  this  principle  of  grouping  and  nomen- 
clature, its  inadequacy  even  for  temporary  use  is  becoming  painfully 
evident  as  research  proceeds,  partly  because  of  the  large  variations  to 
which  physiological  activities  are  liable,  and  partly  because  we  cannot 
sharply  distinguish  between  races,  varieties,  and  species. 

It  is  not  yet  possible  to  say  whether  it  will  ever  be  practicable  in  this 
limited  field  of  lowly  life  to  draw  such  exact  distinctions  between  genera 
and  species  as  is  possible  among  higher  organisms. 

Methods  of  Morphological  Study  of  Bacteria. 

The  simplest  mode  of  studying  bacteria  is  to  examine  them  either  in  the  fluids  in 
which  thej'  grow  or  in  one-half-per-cent  salt  solution.  For  the  study  of  many  of  the 
phenomena  of  life  this  method  is  important. 

This  may  be  accomplished  by  the  examination  of  a  thin  layer  of  the  fluid  under  a 
cover-slip,  in  the  usual  way;  or  a  small  drop  may  be  ]>laced  on  the  cover-slip  and  this 
inverted  on  a  hollow  slide  so  that  the  observation  is  made  in  the  hanging  drop.  A 
streak  of  vaselin  painted  around  the  edge  of  the  cover  will  prtn-ent  evap>oration  of  the 
fluid. 

Staining. — By  far  the  most  imp>ortant  aid  in  the  morphological  study  of  the  bac- 
teria is  derived  from  the  use  of  staining  agents.  Most  of  the  bacteria  are  stained  more 
or  less  readily  by  one  or  more  of  the  basic  anilin  dyes.  The  ease  with  which  they  are 
colored  varies  considerably  in  different  species  and  with  the  different  dyes.  The  tissue 
elements,  and  a  variety  of  other  materials  with  which  the  bacteria  may  be  associated, 
also  stain  more  or  less  readily  at  the  same  tim?;  but  most  of  these  part  with  their  color 
more  readily  than  do  the  bacteria  on  lx?ing  treated  with  alcohol  or  dilute  acids.  It  is 
thus  possible  to  obtain  a  differentiation  in  color  between  bacteria  and  other  structures. 
The  bacteria,  moreover,  differ  among  themselves  in  respect  to  the  tenacity  with  which 
they  hold  their  stain  in  the  presence  of  decolorizing  agents,  and  upon  this  fact  is  based 
one  of  the  important  methods  of  distinguishing  between  different  species. 

The  anilin  dyes  more  commonly  employed  for  bacteria  staining  are  fuchsin,  gen- 
tian violet,  and  methylene  blue.  A  saturated  alcoholic  solution  of  these  dyes  should 
be  kept  in  tightly  stoppered  bottles,  and  from  these  the  more  dilute  solutions  refjuired 
for  staining  may  be  prepared.  For  ordinary  purposes  one  part  of  alcoholic  solution 
of  fuchsin  or  methylene  blue,  added  to  twenty  parts  of  water,  will  give  a  staining  solu- 
tion of  suitable  strength. 

Special  stains  and  modes  of  staining,  such  as  are  necessary'  for  some  forms  of  bac- 
teria— the  tubercle  bacillus,  for  example — will  be  deiwrribed  under  the  appropriate  head- 
ings. 

To  Stain  Bacteria  in  Fluids. — A  small  drop  of  the  fluid  is  placed  on  a  clean  cover- 
glass,  spread  a  little  with  a  needle,  and  dried  by  gentle  heat.    The  cover-glass  is  now 
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held  with  the  force j)8,  specimen  side  up,  and  passed  moderately  rapidly  three  times 
through  the  flame  of  an  alcohol  lamp  or  Bunsen  burner.  The  material  on  the  cover 
should  not  Ix'  burned.  This  heating  not  only  fixes  the  contents  of  the  fluid  firmly  on 
to  the  glass  so  that  it  will  not  easily  soak  ofl.  but  renders  insoluble  any  albuminous 
materials  which  may  l)e  mixed  with  the  bacteria,  and  which  might  otherwise  interfere 
with  subs?quent  examinations  by  forming  granular  precipitates. 

A  drop  of  the  a<|ueou8  staining  fluid  is  now  put  on  to  the  dried  specimen  on  the 
cover-glass,  and  if  this  l)e  held  in  the  forceps  and  tilted  slightly  up  and  doim  a  few 
times  so  as  to  bring  fresh  portions  of  the  staining  fluid  into  contact  with  the  bacteria, 
the  staining  will  usually  lie  completed  in  two  or  three  minutes.  The  stain  is  now 
washed  off  with  a  jet  of  water  from  the  wash  Ixjttle,  and  the  spt^cimen  is  either  mounted 
in  a  drop  of  water  fin*  temporan'  study,  or  the  washing  water  is  drained  off  and,  after 
drj'ing  in  the  air,  it  is  mounted  din»ctly  in  balsam.  It  is  well  to  use  balsam  which  has 
been  softened,  when  this  is  neoessan',  with  oil  of  cedar  or  xylol  rather  than  with  chloro- 
form, since  this  is  apt  to  decolorize  the  bacteria.  Solid  cultures  of  bacteria  should  be 
mixed  with  a  little  water  and  spn»ad  on  the  cover-glass  Ix'fore  drjing  and  staining. 

(iram's  method  (see  Ih'Iow)  is  often  useful  and  in  some  cases  almost  indispensable  Tor 
the  diffen^ntial  staining  of  luictoria.* 

To  Stain  HacUria  in  Tiasms. — The  tissues  should  lx»  well  hardened  in  alcohol. 
Thin  sections  an*  placed  in  the  al)ove-<iescrilK'd  ii<iucK)us  coloring  solutions,  where  they 
may  remain  from  five  to  fifteen  niinutts.  In  some*  cases  a  much  longer  staining  is  nec- 
essarv'.  (lentle  warming  (40'^  to  50°  ('.")  will  hasten  the  staining.  The  entire  tissue  as 
well  as  the  l)acteria  is  in  this  way  dee]ily  colored.  The  sections  are  rinsed  with  distilled 
water  and  then  placed  in  alcohol.  This,  with  van'ing  degn»es  of  rapidity  with  diflFer- 
ent  stains  and  tissues,  gradually  (»xtnicts  the  color  from  the  tissue,  most  slowly  from 
the  nuclei.  The  time  requin'd  and  the  exact  degree  of  decolorization  to  be  sought  for 
must  be  learned  by  experienci*  in  different  cases.  Sometimes  five,  sometimes  thirty 
minutes  are  required,  sometimes  only  a  few  seconds.  It  is  often  necessarj',  and  the 
decolorizing  of  the  tissue  is  therel)y  hastened,  to  add  a  few  drops  of  acetic  acid  to  the 
alcohol.  When  act^tic  acid  is  UH**d  it  should  l>e  finally  thoroughly  washed  out  by  alco- 
hol. The  sf)eeimens  are  now  cleared  up  by  oil  of  origanum  and  mounted  in  balsam. 
In  spt^cimens  pn»pan'd  in  the  al)ove  way,  the  nuvlei  of  cells  usually  retain  to  some  ex- 
tent a  color  similar  to  that  of  the  bacteria,  but  their  size  and  shape  serve  for  the  differ- 
entiation. 

Gram's  Method. — This  is  a  much  more  generally  useful  method  of  staining  bacteria 
in  the  tissues  than  that  just  given,  although  not  in  all  cases  applicable.  The  sections 
are  stained  for  from  two  to  four  minutes  in  anilin-gentian-riolet  aolulionf  prepared  by 
adding  1  c.c.  anilin  oil  to  10  c.c.  distilled  water,  shaking  thoroughly,  and  filtering 
off  the  excess  of  anilin  oil  through  a  moistened  pa{x>r  filter.  To  the  clear  filtrate  satu- 
rated alcoholic  solution  of  gentian  \iolet  is  added  in  the  proportion  of  about  1  of  the 
dye  to  10  of  the  anilin  solution. 

From  the  staining  solution  the  sections  are  transferred  to  a  solution  of  iodin  in 
potassium  iodid  and  water  (I  1.0 — KI  2.0 — HaC)  300.0),  n>maining  from  one  to  three 
minutes,  when  they  are  transferred  to  strong  alcohol;  this  should  be  changed  two  or 
three  times  so  as  to  dehydrate  the  specimen,  which  at  the  same  time  will  lose  much  of 
its  color.  The  section  is  cleared  in  oil  of  origanum  to  which  a  little  eosin  has  been 
added,  and  mounted  in  balsam.  In  specim(>ns  prepared  in  this  way  the  bacteria  and 
some  of  the  nuclei  are  \iolet,  the  remainder  of  the  tissue  is  red. 

In  this  as  in  other  methods  of  staining  bact^^'ria  in  tissue  the  section  is  liable  to 
shrivel  and  curl.  This  may  in  many  cases  l)e  avoided  by  fixing  the  sections  on  to  the 
cover-slip  with  albimien  fixative  (st»e  p.  982)  l>efore  the  staining  begins,  carrying 
cover-glass  as  well  as  sc»ction  through  the  subsefjuent  processes.  Since  some  bacteria 
are  decolorized  by  Gram's  method  it  is  not  applicable  to  the  staining  of  all  organisms  in 
tissues.  It  is  oft<»n  a  valuable  aid  in  the  differentiation  and  identification  of  sptecies  with 
similar  morphology — and  in  some  instances,  as  in  the  staining  of  gonorrhoeal  pus,  has  au 
especial  diagnostic  value  (see  j).  217 ). 

Weigert'8  Modification  of  Cram's  Method. — The  sections  are  laid  for  half  an  hour  in 
the  anilin-gentian-\'iolet  solution  prepared  as  above,  then  rinsed  off  in  three-quarter- 
^  For  the  methods  of  staining  si)ores  see  si^ecial  works  on  bacteriology. 
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per-cent  salt  solution,  and  spread  on  a  slide.  They  are  now  dried  with  blotting-paper 
and  covered  for  two  minutes  with  the  iodin  solution.  The  iodin  solution  is  now  washed 
off  in  the  water,  the  section  dried  with  blotting-paper,  and  decolorized  with  anilin  oil 
or  a  mixture  of  2  parts  of  anilin  oil  and  1  part  of  xylol,  several  times  renewed.  Finally 
the  sections  are  cleared  in  xylol  and  mounted  in  balsam. 

In  many  cases  it  is  well  to  accomplish  a  double  staining  by  a  preliminary'  contrast 
stain.  Thus,  before  the  use  of  Weigert's  modification  of  Gram's  stain  the  sections  may 
be  put  for  half  an  hour  in  a  solution  of  picro-camiin,  then  rinsed  in  water  and  stained 
as  above.     By  this  modification  of  Gram's  method  fibrin  is  deeply  stained. 

Ldffler's  alkMne-methylene-blue  solution  is  a  very  valuable  and  powerful  stain  for 
bacteria,  either  in  fluids  or  in  tissues. 

It  consists  of — 

Saturated  alcoholic  solution  of  methylene  blue,   ...     30  parts 
Aqueous  solution  of  caustic  potash  1  :  10,000,  .100  parts 

For  staining  bacteria  in  tissues  the  stain  is  allowed  to  act  for  a  few  minutes.  The 
section  is  then  put  for  a  few  seconds  in  one-half-per-cent  acetic  acid,  then  rinsed  in 
water,  and  the  superfluous  color  removed  from  the  tissut'  l>y  repeated  rinsing  in  alco- 
hol, which  at  the  same  time  dehydrates  it.  Then  it  is  cleared  with  oil  of  cedar  and 
mounted  in  balsam.  Care  should  be  taken  not  to  remove  too  much  color  with  the 
alcohol. 

It  should  always  be  borne  in  mind  in  staining  the  bacteria  that  great  exactness  is 
not  usually  necessan*  either  in  the  strength  of  the  coloring  solutions  or  in  the  time  of 
exposure  of  the  bacteria  to  them.  We  are  seeking  for  certain  oflFects — namely,  the 
staining  of  the  germs — and  this  depends  not  only  upon  the  quality  and  strength  of  the 
dye,  the  time  of  exposure,  etc.,  but  also  ujx>n  the  nature  of  the  bacterial  species  and  its 
conditions  at  the  time  the  staining  is  undertaken.  Thus  it  not  infrecjuently  happens 
that  bacteria  which  will  stain  readily  and  deeply  with  a  given  solution  when  they  are 
in  a  condition  of  active  growth,  may  be  scarcely  at  all  colored  if  they  have  l>een  dead 
or  inactive  for  a  long  time,  although  their  outward  shape  appears  to  be  unchanged. 
So  it  should  l>e  remembered  that,  while  there  is  little  difficulty  in  most  cases  in  staining 
the  bacteria,  the  operation  is  not  one  of  mere  routine,  but  requires  intelligent  attention 
to  the  particular  conditions  of  the  species  in  hand. 

For  the  recognition  and  study  of  bacteria  the  best  optical  apparatus  is  nxjuisite. 
An  homogeneous  immersion  lens  (at  least  one-twelfth)  and  the  Abbe  condenser  are  in- 
dispensable for  ordinary  work. 

Artificial  Cultivation  of  Bacteria. 

For  the  complete  investigation  of  the  different  forms  of  bacteria,  particularly  in 
their  relations  to  disease,  we  must  isolate  them  so  as  to  l>e  able  to  study  their  life  his- 
tory and  the  effects  of  their  inoculation  into  healthy  animals.  It  has  long  been  known 
that  bacteria  could  be  cultivated  in  a  variety  of  artificial  so-cj;lied  "  nuirient  media"  or 
soils.  Fluids  were  formerly  used  for  this  purpose,  but  it  is  ver>'  diff.cult  to  separate 
single  8p)ecies  in  fluids.  Robert  Koch  introduced,  some  years  ago,  a  tf'chnical  improve- 
ment of  great  value  in  the  use  of  solid  media  for  the  cultivation  of  bacteria.  They 
usually  grow  within  or  upon  the  surface  of  the  solid  nutrient  media  in  sharply  circum- 
scribed masses,  called  coUmi^a,  and  different  species  may  grow  side  by  side  in  the  same 
receptacle  for  considerable  periods  without  in  the  slightest  degree  int<»rfering  with  one 
another  or  tending  to  mix.  The  mode  of  growth  and  general  appearances  of  the  pro- 
liferating bacterial  masses  on  the  solid  medium  often  present  verj'  characteristic  differ- 
ences between  different  forms,  and  thus  not  only  furnish  valuable  means  of  identifying 
species,  but  render  possible  an  eariy  detection  of  contamination  from  chance  admixture 
of  species.  A  given  species  of  bacteria  may  Ix?  cultivated  through  a  series  of  genera- 
tions by  transferring,  with  proper  precautions,  a  minute  portion  from  a  growing  colony 
to  fresh  sterilized  culture  media.  After  cultivation  through  several  generations  the 
species  may  be  presumed,  and  by  microscopical  examinations  proved,  to  Ix*  entirely 
pure,  and  Uie  effects,  if  any,  produced  by  its  inoculation  into  healthy  animals,  to  be  due 
to  it  alone. 

The  Cultubk  Substances. — There  are  many  culture  media,  some  of  which  are 
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beet  Buit«d  for  one,  some  for  another  spiH^ies  o[  hacteria.  Thoee  :noet  commonly  used 
ftie  meat  broth  (bouillon),  liroth  rendered  solid  by  fceUtin or  agar-agar  (called  "Dutri- 
ent  fiielatin''  or  ''nutrient  f^r"),  boiled  potatoes,  milk,  coagulated  blood  serum, 
pleuritic  "chest  serum,''  or  other  trans-jdutea  into  the  serous  cavities.  GlutKMe  is 
often  added  to  the  media  for  special  puipoaes,  and  the  incorporation  of  litmus  serves  to 
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it  the  right  a  wrinklwi  growth  upon  the  Burfaco. 


mark  the  formation  of  nrida  or  ulkalies  as  the  result  of  bacteriiil  metabolism.  Various 
special  forms  of  ariilieial  media  are  also  employed.  (For  the  details  of  the  methods 
of  prcparinR  culture  media  consult  special  works  on  bacterioloj^',  such  as  Abbolt't 
"Principli'S  ot  Bacteriolojty  "  or  Park's  ''Pathop-nic  Dacteria  and  Protozoa.")  These 
various  forms  of  media  are  placed  in  small  [(Uanlllips  in  test-tulies  plugged  with  cotton 
(Fig.  90)  and  carefully  alerilia'dby  lieat. 

The  Srunr  (ip  C'ui.tl'hes. — Jx't  ua  ace  how  the  nutrient  media  arc  used  in  study- 
ing the  bacteria. 

In  the  first  place,  it  is  nccessan'  to  get  from  the  various  mixtures  of  several  species. 
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aa  tbey  are  apt  to  occur  io  nature  or  in  diseased  parte,  single  apeeies  growing  by  them- 
Klves,  ao  that  their  life  history  and  characters  may  be  studied  in  detail.  To  show  by 
an  example  how  thia  ia  done,  we  will  suppose  that  we  have  a  sample  of  milk  containing 
bacteria,  and  wish  to  learn  haw  many  there  are  and  of  what  species,  and  to  get  tbem 
into  separate  receptacles  for  study.    We  melt  the  nutrient  gelatin  or  agar  in  one  of 


Fio.  100, — A  Petri  Gel.atin  Plate  Cl-i,tu: 
In  ons  plate  there  are  few  coloni>«  dhowing  difTerenci 


e  colonii 


E  OF  Bacteria  from  Milk. 

in  size  and  character.     la  the  other 

abundant. 


the  test  tubes,  which  we  know  to  contain  no  living  bacteria — because  we  have  steril- 
iied  both  the  tube  and  its  contents  by  heat— and  add  to  it  a  measured  volume,  usually 
0.01  C.C.,  of  the  milk,  and  mix  them  by  gentle  shaking;  we  now  take  a  shallow  covered 
^am  ^ah  called  a  Petri  plate  (see  Fig.  lUO),  which  has  been  sterilized  by  heat,  lay  it 
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fia.  lOI, — CoLo.viEB  IN  Gelatin  Plate  Ccltitrh, 

Thia  cut  sfaowa  a  small  portion  of  the  culture,  Fig.  100,  magnific't.     Some  of  the  colonies 

are  very  nnall,  others  of  a  different  specicB  are  large  and  sprpading. 

upon  a  cold  surface,  and  pour  out  the  mixture  of  milk  and  nutrient  gelatin  in  a  thin 
lAjrer  upon  it.  When  the  gelatin  solidifieB.  the  invisible  germs  whieh  the  milk  contained 
ue  eau|^t  and  held  in  poaition  by  it,  and  if  the  whole  be  now  set  away  in  a  sufficiently 
wmnn  {dace  the  living  bacteria  will  presently  commence  to  ^row. 

After  a  few  houn  or  days,  from  each  one  of  the  single  living  bacteria  scattered 
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through  thp  Kclalin  so  many  new  perms  may  havi-  developed  that  they  Tonn  a  nuiee, 
ca]]<-<l  11  colony.  lurEC  fnoiiftb  to  U"  visililc  to  the  naki'd  i-ye.  As  difTrn'nC  Bpecies  gntw 
in  ililTcmit  wavM.  some  pivinf:  rise  lo  colonies  of  one  sliapi'  or  outline,  soine  to  another; 
>H>ini'  tomiini;  coloOHi  colonics,  some  fluidifyln);  the  m'lotin.  sonie  fcrowinfc  much  more 
nil)i<lly  tlian  oiIuth  {et-v  Vin.  lllli,  we  ean  usually  recncnize  the  difference  in  species 
either  wilh  the  naked  eye  or  undi-r  llie  microseojie.  and  with  :i  line,  sterilized  platinum 
ne<'dlc  eaii  pick  out  [tori  ions  of  the  difTercnt  ct>lonies  and  transirer  them  to  the  tulM'Sof 
nutrient  mi>dia  of  one  kind  or  another  which  wc  htk\-e  prepared,  and  study  their  growth 
tltert-in  the  forn  of  pun' cultured. 

The  tran»fer  of  the  tn'mis  to  the  tuU>s  is  mnde  hy  plunpiV  the  needle  which  haa 
touched  the  plate  colonies  down  into  tlic  p-latin  oraear,  or  drawing  it  ov«r  the  surface 
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Lr(FiRS.  !)0. 10:1,  and  1()3>.    This  U  enlled  inoculating  the  cullui 


it  infni]uenlly  it  iis  neeesstirj-  to  use  the  agar  culture  medium  instead  of  frelatiii 
for  ]ilal''  culliin-s.  Iieeaiise  many  liiH'ase-producine  forms  of  fn<rms  do  not  grow  at  a 
tem|ieni[iir'  Ih'Kiw  that  uf  the  Imdy.  at  which  geUlin  fluidifies. 

Ill  iiiiiTiy  CitM'S,  especially  in  URar  plate  cult un't<.  the  material  IoI>e  studied  is  eptead 
in  i'eri'  iliin  streak-s.  with  a  Merilin-d  ]ilntinuni  iKi'dle,  over  ihi-  surface  of  the  already 
cciuicd  [iiitrieiK  lilm.  the  eolonicB  d  'velopjnK  alone  th(>  tturf:ic<'  t^tn-aka  (see  Fig.  104). 

Auiii'mliic  ei'nns  may  lie  etiltivuted  in  an  attn<viphen>  nf  hydrogen,  the  air  in  the 
closed  pullun-  n-ei'ptaele.f  lieing  replaced  liy  this  gas,  Cr  the  oxygen  may  Ix-  remo\'ed 
from  tlii.-*  cutifiued  [Kirtiun  of  air  in  contact  niili  iho  ciiltun's  by  chemical  me&na.    A 
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description  of  the  various  simple  and  complex  devices  for  anaiirobic  cultivutions  falls 
beyond  the  scope  of  this  work. 

The  most  scrupulous  can:  is  required  in  sterilizing  the  nutrient  media  and  the 
utensils  and  instnunenta  used,  and  the  greatest  caution  should  be  exercised,  in  trans- 
ferring the  bacteria  from  one  receptacle  to  another,  to  prevent  contamination.  A  large 
experience  in  this  sort  of  manipulation  is  necessury  before  reliable  results  can  he  ob- 
tMned  in  original  investigation,  since  the  slightest  error  or  carelessness  in  handling. 
or  failure  to  observe  tbe  occurrence  of  contamination,  is  liable  entirely  to  ^-itiatc  the 
results  of  long  scries  of  experiments.  It  is  only  by  an  extended  preliminary  training 
in  tbe  cultivation  of  some  of  the  more  characteristic  and  easily  tecognizable  forms. 


I'lij.  1(M.— Pltri's  Aojin  Plate  C 
llule  by  streaking  the  siirfnci-  of  sler 
shallow  diitli  and  coolnt — with  errapiiies  Trotii  Die  mo 
s  warm  place  fur  forty-eiglit  hours.    Tlic  IiKlit'T  ap 
genua  of  various  forras  wliirh  have  Kr<i"'ii  from  Die  ii 

under  a  variety  of  conditions,  in  a  perfectly  pure  si 
that  one  can  be  aaauted  of  his  capacity  to  carry  on 
intricate  field. 

It  is  wiser  for  one  purposin;:  to  carry  on  bacterial  researches  to  gain  a  praclital 
acquaintance  v-ith  methods  and  apparatus  in  a  tvell -appointed  Ia1>onitor^-,  than  to  make 
tbe  attempt  to  work  out  the  methods  from  l)ooks. 

The  methods  of  inoculation  of  animals  with  pure  eultun's.  iind  the  precautions  to 
be  observed,  as  well  as  a  description  of  the  \-^rious  forms  of  uppamlus  made  use  of  in 
practical  bacteriology,  must  be  sought  in  mon/cxlended  treat ise^j  on  this  subject. 
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Collection  of  Material  for  Bacterial  Cultures. 

Material  obtained  from  the  human  body  which  is  to  be  subjected  to  bacterial  ex- 
amination should  be  collected  with  every  precaution  against  accidental  contamination. 

A  convenient  mode  of  collection  and  transportation  of  small  quantities  of  fluid  or 
semi-fluid  material,  such  as  exudates,  discharges,  etc.,  for  purposes  of  bacterial  examina- 
tion is  to  twist  a  small  wad  of  absorbent  cotton  on  to  the  end  of  an  iron  or  steel  wire 


Fig.  105. — Sterilized  Cotton  Swab  in  a  Sterilized  Tube,  for  Collectino  Fluids 

Containing  Hacteria. 

about  five  inches  long,  put  this,  swab  end  foremost,  into  the  tube  (Fig.  105),  plug  the 
mouth  with  cotton,  and  sterilize  the  whole  in  a  dr>'  oven  for  an  hour  at  160®  C. 

Several  of  these  cotton  swabs  may  be  prepared  at  once  and  kept  on  hand.  The 
swab,  carefully  n»moved  and  saturated  with  the  material  to  be  examined,  is  at  once  re- 
turned to  the  tube ;  this  is  plugged,  and  may  be  thus  safely  transported.^ 


II.  Yeasts. 

These  micro-organisms — larger  than  bacteria  and  mostly  saprophytes 
— consist  of  oval  or  spheroidal  cells  with  granular  protoplasm  and  a  thin 
membrane.  They  multiply  by  sprouts  or  buds  from  the  parent  cell 
(Fig.  106).  The  new  individuals  may  separate  from  the  old,  or  may 
cling  to  them  so  that  chain-like  combinations  may  oc- 
cur. They  sometimes  form  endogenous  spores,  known 
as  ascospores.  Some  species  develop  bright  colors  in 
their  growth. 

There  are  many  forms  of  yeasts  which  are  concerned 
in  various  phases  of   fermentation.     Some  of  these,    ^^^  loe— y 
alcoholic  fermentation  for  example,  are  of  great  ecor:.^Sgigiiccharomyce8. 
nomic  importance.^     Certain  forms  of  yeasts  flourish  iirl 
the  stomach  during  digestive  disorders  and  in  the  bladder  in  diabetes 
without  inciting  lesions.     Various  yeasts  have  been  proven  to  be  patho- 
genic in  lower  animals  and  in  man. 

Blasiomycetic  dermatitis  '  (Oidiomycosis)  is  a  localized  inflammation, 

*  For  further  suggestions  for  the  collection  and  examination  of  specimens  for  micio- 
organisins,  and  for  references  to  studies  on  the  bacteria  of  the  human  body,  noe  pp.  209  and 
302.     Consnlt  for  details  of  species,  general  works  on  bacteria,  v^peclaWy  KoUe  and  IVatBcr 
mann*8  "  Mikroorganismen. " 

2  For  a  consideration  of  the  relationship  of  micro-organisms  to  various  forma  of  fer- 
mentation, with  bibl.,  consult  Jorgenson,  "Micro-organisms  and  Fermentation,"  Emr. 
Trans.  19()0.  ** 

8  aUchrist,  Johns  Hopkins  Hospital  Reports,  vol.  i.,  p.  269,  1896.  For  a  r^aunU  of 
pathogenic  blastomycetes  with  experiments  and  bibliography,  see  Fotderion,  Journal  of  Pa- 
th()log>'  and  Bacteriology,  vol.  vi.,  p.  37,  19(K);  and  Sternberg^ Z'legl  Beitr.,  Bd.  xxxii.,  1902, 
p.  1;  also  Ricketts,  "Blastomycosis  of  Skin,"  Jour.  Med.  Res.,  vol.  vi.,  1901,  p.  377;  also 
OHa  and  Evans,  Jour.  Am.  Mcti.  A.ssn.,  vol.  xli.,  p.  1075,  1903;  also  Basaoe,  Jour.  Inf.'lMs 
vol,  iii.,  p.  91,  1906;  and  Irons  and  Graham,  ibid.,  p.  666,  1906.  ";  * 
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papular  and  pustular  in  character,  loadiitj;  to  warty  outgrowths,  to  the 
formation  of  abcessses  beneath  the  skin,  and  to  ulcers.  Deeper  parts, 
such  as  bone,  may  be  involved.     Hyperplasia  of  epithelium  and  develop- 


ment of  fcranulation  tissue  beneath  with  the  formation  of  giant   cells 
(Fip.  HI7),  mast  cells,  and  eosinophilic  cells  may  be  associated  with  the 
local  prowth  of  the  blastomyieles  and  the  formation  of  abscesses,  the 
latter  often  intra-opithelial.     The  local  le- 
sion may  extend  to  the  involvement  of  larpe 
arca.sof  akin  and  subcutaneous  tissue. 

The  orfTflnism — Oidium — is  present  in 
the  involved  tissues  as  a  rounded  double  '  ' 

contoured  body  (Fig.  108),  varyinj;  in  diam-  '■., 

eter    from     10  to    20    /'.     It     .sometimes  »%  /!^^%,   ^S^ 

buds  and  contains  vai-ious  rounded  refrac-  %flktf  UB  J 

tile  or  granular  structures.     These  orpan-  .rt-^^iB'^   ^B^ 

isms  may  he  enclosed  in  a  homogeneous  v'V^  ■  .^^s 

jelly-like  mass.     They  arc    readily    culli-  --.^^        ^■^wv^ 

vated  in  artificial  media  and  can  be  suc- 
ces.sfully  inoculated  into  animak,  such  as 
the  guinea-pig. 

ticncralization  of  the  blastomycolic  in- 
fection may  take  place  and  l>e   fatal.     In         rio.  liw.— Ohhvm  rnou  a  lash 
the  systemic  disease  the  lunjis.  spleen,  and     mVivlirit'-nliatiUsv "^ ^'"^       '"^"'" 
kidneys  arc  especially  involved  in  the  for- 
mation of  abscesses  and  local  tissue  hypeiplawia  coutainin;;  the  orpanism. 

Thruxh.^A  micro-orgflnism  fi-e(|ucntly  found  prowinp  in  the  mouth 
and  fauces  and  oesophagus  of  (.l.iUli-en,  in  llie  form  of  a  whitish  pellicle. 
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is  the  so-called  Oidium  cdbicans,  which  consists  of  branching,  jointed 
threads  and  spores  which  penetrate  between  the  epithelial  cells.     This 
fungus   may   assume   considerable   importance,    when   in   very    feeble 
children  it  blocks  the  cesophagus, 
^jfg^  or  when,  as   is   rarely  the  case, 

from  the  surface  of  ulcers  it  pene- 
fe  trates  the  blood-vessels  and  gives 

'  rise  to  visceral  metastasis.     It  is 

^  grouped  with  the  yeasts,  and  the 
disease  with  which  it  is  associated 
is  to  be  regarded  as  an  oidiomy- 
cosis. 

m.  Moulds. 


M 


'-^ 


The  moulds  are  considerably 
more  complex  in  structure  than 
either  the  bacteria  or  the  yeasts. 
Some  of  the  forms  are  very  com- 
mon and  universally  known.  In 
Fio.  ion.— AspERoiLLm  r.i,AvcrB.  general,  it  mav  be  said  that  the 

.pS:;3.g  v^™;.:™  ;i:i;,Sd:  """"''i'  ■•"""»' »' » »™» «< «!- 

uixin  (he  hypiup.  cate  tnnslucent  branching  joint- 

ed  threads  —  mycelium  —  usuallv 
giving  rise  to  hj/phir,  from  which,  cither  diretth   or  m  more  complex 
forms  through  the  intervention  of  a  specnl  struitnre  the  tporang^um, 
the  spores  are  developed  (Fig.  1(H)).     The  moulds  ^^hich  are  apt  to  occur 
in  the  human  body  may  be  of  the  former, 
more  simple,  or  of  the  latter,  more  com- 
plex, type.'     Among  the  simpler  forms  of  _  . 
moulds  which  occur  in  the  body  may  Ixj  ~ 
mentioned  the  Achorion  Schonleinii,  Mi- 
croeporon    furfur,    Trichophyton    tonsu- 
rans.   There  is  a  close  morphological  re- 
semblance between  these  forms. 

Achorion  Sehi'mleimi,  the  favus  fun- 
gus, is  formed  uf  a  much-branching  my- 
celium from  which  the  spores  are  di- 
rectly developed  (Fig.  110).  It  grows 
readily  on  artificial  culture  media,  such 
as  nutrient  agar  and  gelatin,  at  the  tem- 
perature of  the  body.  This  fungus  is 
most  apt  to  grow  upon  the  hairy  part  of  From  a  culiun. 

the  head,  where   it   forms  small  surface 
crusts  and  grows  into  the  shafts  and  root  sheaths  of  the  hair,  exciting 

'  Stx  Renon.  "fitude  Bur  ra«pCT^lli»e  chei  \n  snimaux  ct  chei  rhomme,"  Paris,  18B7; 
also  Lef-pald  and  Lrvi,  G»».  ilea  Hftpitsux,  June  26th,  1897,  bibl. ;  also  Pteraon  and  Raven^ 
Uoivcrsitv  Med.  Hag.,  AugUHt,  1900;   also  Sayer,  " Pneuroonom ykosia  aeper^Uina,"  Jowi, 
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inflammation  in  the  adjacent  tissue.  Trichophyton  tonsurans  develops 
in  the  form  of  a  moderately  branching  mycelium,  forming  comparatively 
few  spores.  It  grows  in  the  skin,  either  about  or  apart  from  the  hairs, 
or  in  the  nails,  inducing  the  lesions  of  various  phases  of  herpes,  which 
differ  considerably,  depending  upon  the  particular  structures  involved. 
At  body  temperature  it  grows  readily  on  artificial  culture  media,  differ- 
ing markedly  in  appearance  from  Achorion. 

Microsporon  furfur y  the  mould  fungus  causing  pityriasis  versicolor,  is 
more  prone  than  the  Achorion  to  the  development  of  many  spores,  but 
otherwise  considerably  resembles  it  morphologically.  It  has  not  yet 
been  cultivated  en  artificial  media.  By  its  infiltration  of  the  epidermis, 
especially  of  the  body  and  upper  extremities,  it  causes  larger  and  smaller 
yellowish  or  brownish  patches. 

The  more  complex  types  of  moulds  are  only  occasionally  dwellers 
in  the  human  body  and  appear  to  be  but  rarely  the  cause  of  disease, 
passing,  rather,  a  saprophytic  existence  on  dead  material  in  parts  of 
the  body  which  are  in  communication  with  the  air.  Thus  they  may 
be  found  growing  on  accumulations  in  the  external  auditory  canal,  in 
dead  tissue  in  the  lungs,  on  walls  of  cavities,  dilated  bronchi,  etc.  Many 
cases  have  been  reported,  however,  in  which  the  moulds,  especially 
aspergillus,  have  been  the  apparent  excitants  of  serious  lesions  in  men 
and  animals.^ 

Methods  of  Studying  Yeasts  and  Moulds. 

The  yeast  oi^anisms  arc  in  general  stained  and  cultivated  by  the  same  methods  as 
those  used  in  studying  the  bacteria.  By  treating  unstained  sections  of  tissue  contain- 
ing them  with  a  solution  of  caustic  potash  the  organisms  may  often  be  readily  demon- 
strated. 

The  moulds  may  be  simply  teased  and  studied  in  glycerin  or  in  glycerin  and  water. 
They  may  be  stained  v.*ith  alkaline-methylene-blue  solution  (Loffler's  solution,  see  p. 
139).  When  spores  have  formed  in  considerable  numbers  on  the  more  compU^x  forms 
of  moulds  these  are  not  easily  wetted  by  the  usual  staining  fluids,  l)ecause  the  air  clings 
so  closely  among  the  spore  masses.  In  a  mixture  of  four  parts  of  alcohol  and  one  of 
aqueous  solution  of  ammonia  they  are  instantly  wetted,  and  may  then,  with  or  without 
staining,  be  teased  and  mounted  in  glycerin.  In  studying  the  fungus  masses  in  the 
above-described  skin  diseases  it  is  well,  when  crust -like  masses  are  to  be  teased  apart, 
to  allow  them  first  to  soak  for  a  few  minutes  in  a  five-per-cent  solution  of  caustic 
potash.  In  this  solution  they  may  be  studied,  or  they  may  be  teased  and  mounted  in 
glyoerin  for  preservation.  Most  of  the  more  common  moulds  are  readily  grown  on  the 
ordinary  culture  media. 

1  For  r^sum^  and  bibliography  of  relationship  of  yeastA  and  moulds  to  human  diseases 
consult  Richer,  Lubarsch  and  Ostertag's  "  Ergebnisse  der  allg.  Aetiologie  der  Menschen-  u. 
Thierkrankheiten,"  Abth.  i.,  1806,  p.  892.  See  also  Hektoen,  Journal  of  Experimental 
Medicine,  vol.  v.,  p.  77, 1900. 


CHAPITER  YIII. 

THE  RELATIONS  OF  MICRO-ORGANISMS  TO  DISEASE 

-INFECTION  AND  IMMUNITY 

The  Presence  of  Bacteria  and  Other  Micro-organisms  in  the 

Body :  Its  Protective  Mechanism. 

Ha(  TKKiA  are  invariably  present  in  greater  or  less  numbers  in  the 
mouth,  nose,  upper  air  passages,  gastro-intestinal  and  genito-urinary 
tracts  of  men  and  aninuUs/  Into  these  places  they  are  more  or  less  con- 
stantly brought  by  the  respired  air,-  by  food  and  drink,  and  in  other 
ways.  They  are  always  abundant  upon  the  skin  and  about  the  hairs, 
and  the  sweat  and  sei)aceous  glands.  But  common  and  often  abundant 
as  are  these  germs  upon  the  external  and  internal  surfaces  of  the  body, 
they  do  not  often  pass  through  the  healthy  nuicous  or  cutaneous  surfaces, 
so  that  under  normal  conditions  the  tissues,  the  viscera,  and  the  circu- 
lating fluids  are  germ-free.' 

Kxcept  for  certain  pathogenic  forms  which  may,  under  unsanitary 
conditions,  have  V)een  set  free  and  transported  from  men  or  animals 
suffering  from  infectious  disease,  the  bacteria  upon  the  cutaneous  or 
mucous  surfaces  of  the  body  are  for  the  most  part  harmless;  while  cer- 
tain intestinal  forms  may  even  be  useful  in  promoting  digestion. 

Certain  species  of  i)acteria  which  do  not  often  and  some  which  never 
induce  disease,  find  in  or  upon  the  human  body  such  especially  favorable 
conditions  for  their  existence  that  they  are  commonly  present  there. 

The  body  is  guarded  in  various  ways  from  the  incursions  of  patho- 
genic and  other  bacteria,  which  may  be  commonly  present  or  only  occa- 
sionally lodged  upon  its  surfaces.  Among  the  protective  agencies  of 
the  })ody  may  be  mentioned  the  firm,  dense  skin  which  w-hile  intact  pro- 
tects the  interior  from  the  entrance  of  almost  all  known  micro-organ- 
isms; the  epithelial  investment  of  the  mucous  membranes  in  several 
places  swept  by  cilia:    the  protected  situation  of  most  of  the  mucous 

*  For  a  summary  of  facts  conccminp  tlic  bacterial  flora  of  the  body  surfaces  consult 
Welch,  "Surgical  Hactcriology,"  "Systom  of  Surgery  by  American  Authors,"  Dennis.  See 
also  Fitrd,  "The  Bacteriology  of  Healthy  Organs,"  Trans.  Assoc.  Amer.  PhjTB.,  vol.  xv., 
p.  380.  19(H).  bibl. ;  also.  "  Bacteria  in  Healthy  Bodies  and  their  Portals  of  Entry,"  Setter, 
Zeits.  f.  Hygiene,  etc..  Bd.  liv.,  p.  363,  lOOti. 

"  For  a  ri'sum*'  of  micro-organisms  in  the  air  see  (ioUMein,  Lubarsch  and  Ostertag's 
"Ergebnisse,"  .lahrgang  iv.,  pp.  87  it  scq.,  1807;  also  Firth,  "Studies  from  the  Department 
of  Pathology,"  Col.  Phys.  and  Surg.,  Columbia  University,  vol.  vii. 

^  It  should  be  remembered  that  the  gastro-intestinal  canal,  the  lungs,  and  other  viscera 
which  are  in  communication  with  the  exterior,  although  within  the  limits  of  the  body,  still 
form,  strictly  sf>eak.ing,  its  outside,  in  distinction  from  the  intimate  recesses  of  the  tissues 
in  whicli  the  life  processes  go  on. 
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surfaces,  the  germicidal  qualities  of  some  of  the  secretions,  such  as  the 
saliva,  gastric  juice,  mucus,  etc.* 

But  notwithstanding  the  safeguards  of  the  body  against  the  access  of 
micro-organisms,  these  do  frequently  enter;  this  may  occur  in  severe 
injuries  to  the  skin  or  mucous  membranes  or  through  very  slight  and 
unnoticed  abrasions  or  other  solutions  of  continuity.  Entrance  may  be 
gained  to  the  tissues  through  the  minute  ducts  of  the  sebaceous  or  sweat 
glands;  from  the  mouth,  tonsils,  gastro-intestinal  canal '  and  the  respi- 
ratory passages  and  surfaces,  either  with  or  without  obvious  injuries  to 
the  investing  epithelia.  The  r61e  of  insects  in  the  conveyance  of  infec- 
tious agents  is  of  great  importance.*  Micro-organisms  may  enter  the 
body  during  intrauterine  life.* 

When  in  one  way  or  another  bacteria  or  other  germs  have  entered 
the  tissues,  they  may  encounter  a  series  of  obstacles  to  their  spread  or 
continuance  as  well  as  to  their  proliferation  there,  even  should  the  gen- 
eral nutritive  conditions  be  favorable.  In  the  first  place  the  lymph- 
nodes  frequently  filter  out  of  the  tissue  fluids  micro-organisms  which 
have  entered  them,  holding  them  back  from  the  general  circulation  or 
destroying  them.*  The  power  of  certain  of  the  body  fluids  and  of  living 
cells — phagocytes — under  favorable  conditions  to  kill  and  dispose  of 
germs,  should  these  gain  entrance  through  injuries  or  other  structural 
lesions  or  functional  disturbance  in  the  barriers,  is  of  great  importance 
and  will  be  referred  to  again.*  The  elimination  of  micro-organisms 
from  the  body  through  its  secretions,'  such  as  urine,  bile,  milk,  sweat, 
saliva,  etc.,  is  a  matter  of  great  significance,  but  one  upon  which  the 
scope  of  this  book  does  not  permit  us  to  enter.* 

*  For  a  rhum''  of  the  protective  action  of  the  skin,  mucoiLS  membranes,  etc.,  see  Metch- 
nikoff,  "Immunity  in  Infective  I)i»ca«*H,"  Trans.,  1905. 

See  for  summary  of  prot<?ctive  agencies  of  the  lungs,  p.  551.  For  a  study  of  the  action 
of  saliva  on  bacteria  see  Clairmont,  W^iener  khn.  Wochenschr.,  Nov.  22<:1,  1906,  bihl. 

*  For  bibliography  concerning  the  iwrmeabihty  of  the  gastro-intestinal  canal  for  bac- 
teria refer  to  p.  633. 

*  SvUaUf  Johns  Hopkins  Hospital  Rep<)rts,  vol.  \\\\.,  p.  1,  1900.  For  studies  of  flies  as 
earrienof  typhoid  see  Hamilttm,  Jour.  Am.  Med.  Assn.,  vol.  xl.,  1903.  p.  576;  also  Martin, 
Public  Health,  August,  1903;  also  "FUes  and  Tuberculosis,"  Lz/rrf,  lioston  Med.  and  Surg. 
Jour.»  vol.  cli.,  p.  651,  1904;  and  on  spread  of  plague  by  insects,  IlunUr,  Ontralbl.  f.  Hakt., 
Orig.  Bd.  xl.,  p.  43,  1906. 

*  For  a  rhutn'^  of  studies  on  the  congenital  transmission  of  infectious  agents  see  WaRser- 
mofin,  in  Koile  and  Wassermann's  "Handbuch  der  Mikroorganismen."  Rd.  i.,  p.  380,  bibl. 

*  Manfredi,  V'irch,  Arch.,  Bd.  civ.,  p.  335,  1899,  for  a  study  of  the  germicidal  and  other 
aeticm  of  lymph-nodes;  also  Bezanqon  and  Labbtf  Arch,  de  m<kl.  exp^rimentale  et  d'anat. 
pAth.,  t.  X.,  p.  389, 1898. 

*  For 'studies  of  the  capacity  of  the  liWng  body  to  dispose  of  bacteria  when  these  are 
injected  into  the  blood,  sec  Werigo,  Ann.  Inst.  Pasteur,  t.  viii.,  1894,  also  Bail,  Arch  f.  Hygiene, 
Bd.  lii.,  p.  272, 1905;  see  also  Buxton  and  Torrey,  Jour.  Med.  Res.,  vol.  xv.,  p.  5,  1906. 

'Consult  Sherringionf  "Elxperiments  on  the  Escape  of  Bacteria  with  Secretions," 
Journal  of  Pathology  and  Bacteriology,  vol.  i.,  p.  258,  1893;  Biedl  and  Kraus.  Arch.  f. 
exp.  Path.,  Bd.  xxxvii,,  p.  1,  1895,  bibl.;  Hintze  and  Lii6ar«rA,-"Ergi»bnisse  der  allg.  Aetiol- 
ogie  der  Menschen-  und  Thierkrankheiten,"  1896,  p.  287.  For  study  of  disapix'arance  of 
bacteria  frcmi  the  body,  see  Pavalowskyf  Zeits.  f.  Hygiene  und  Infect.  Krankheiten,  Bd.  xxxiii., 
p.  261 ;  see  also  ref.  to  Asehj  p. 705. 

■  For  a  suggestive  summary  of  the  various  factors  which  art*  or  may  he  (roncemed  in 
the  protecticm  of  the  body  agunst  the  invasion  and  action  of  micro-organisms,  see  Meltzer, 
**  Physiological  Methods  of  Protection  of  the  Bwly  against  Bacteria,"  Trans,  of  the  (^ongress 
of  Am.  Phys.  and  Surg.,  vol.  v.,  p,  12,  1900;  see  also  ref.  to  Wasserrnann  above. 

Sec  also  for  the  importance  of  a  lesion  in  animal  tissues  for  the  lodgment  and  multi- 
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The  view  has  been  recently  advanced  that  with  no  apparent  lesion  or 
with  but  very  slight  lesions  of  the  intestinal  mucosa/  bacteria  in  large 
numbers  may  gain  access  through  this  to  the  liver,  where  they  may  be 
destroyed  or  under  certain  conditions  eliminated,  either  through  the 
bile  or  into  the  body  at  large.' 


Action  of  Bacteria  and  their  Products  in  the  Body. 

When  bacteria  do  enter  and  grow  in  the  body,  the  cells  and  tissues 
near  them  may  show  very  marked  alterations,  due  to  their  influence. 
The  cells  may  be  swollen,  or  their  nuclei  may  disappear,  and  the  proto- 
plasm may  be  converted  into  hyaline  material  or  into  a  mass  of  trans- 
parent or  coarsely  granular  particles,  or  may  completely  disintegrate. 
The  intercellular  substance  near  the  bacteria  mav  also  soften  and  disin- 
tegrate.  In  a  word,  the  tissue  in  their  immediate  vicinity  is  often 
found  in  a  condition  of  necrosis  of  one  kind  or  another.  The  walls  of 
blood-vessels  near  which  they  lie  may  be  damaged  and  the  blood  which 
these  carry  may  form  thrombi.  The  bacteria  may  themselves  enter  the 
vessels  and  proliferate  in  the  blood;  they  may  be  swept  away  as  emboli 
to  remote  parts  of  the  body  (Fig.  56,  p.  88),  and  establish  new  foci  of 
bacterial  proliferation  and  tissue  necrosis — septiccemia. 

Some  bacteria,  instead  of  inducing  a  simple  necrosis,  incite  at  the 
same  time,  as  we  have  already  seen,  a  more  or  less  intense  inflammation 
(Fig.  57,  p.  89).  This  inflammation  may  be  of  a  simple  productive 
form,  similar  in  its  effects  to  that  incited  by  the  presence  of  any  irri- 
tating foreign  body;  or  it  may  be  active,  progressive,  and  exudative  in 
character;  or  the  bacteria  may  determine,  in  some  way  as  yet  unknown 
to  us,  very  peculiar  and  characteristic  inflammatory  changes,  which  re- 
sult in  the  formation  of  new  tissues  of  various  kinds  (see  Tuberculosis). 
Some  forms  of  bacteria  find  in  the  blood,  others  in  the  tissue  spaces  and 
lymph-vessels,  the  conditions  most  favorable  for  their  proliferation. 

But  the  presence  of  micro-organisms  themselves  is  not.  indispensable 
for  the  incitement  of  either  local  or  general  pathological  processes. 
These  may  be  induced  by  various  chemical  products  eliminated  or 
stored  up  in  their  protoplasm  by  the  metabolism  of  the  germs.  These 
deletenous  bacterial  products  may,  as  we  have  already  seen,  be  those 
alkaloidal  substances  called  poisonous  ptomains  or  toxins,  or  they  may 

plication  of  bacteria  within  it,  Cheewnan  and  \feUzer,  Jour.  Exp.  Med.,  vol.  iii.,  p.  533;  and 
Brewer  on  unilateral  infection  of  the  kidney  following  injury,  Surgery,  Gynecology,  and 
Obstetrics,  vol.  ii.,  p.  485,  1906;  also  on  the  significance  of  granulation  tissue  in  wound  infec- 
tion, Afanassieff,  Ziegler's  Beitrage,  Bd.  xxii.,  p.  11,  1897:  also  Cobbett  and  MeUome,  Cen- 
tralbl.  f.  Path.,  Bd.  ix.,  p.  827,  1898,  bibl.;  aUo  JUrgdUnas.  Ziegler's  Beitrftge,  Bd.  xxix., 
p.  92,  1901,  bibl.  For  the  r61e  of  the  spleen  in  infection  and  intoxication  see  CowrTnoni 
and  Duff  nil,  \tc\\.  dc  M4d.  exp.,  May,  1898,  p.  431.  and  Nicolas  and  Beau,  Jour,  de  phya. 
et  path.  gC-n..  t.  iii.,  1901,  p.  68. 

*  See  ref.  pp.  633  and  645. 

2  Adami  on  "Latent  Infection  and  Subinfection."  et<?.,  Joum.  of  the  Amer.  Med.  Aaso- 
ciation,  December  16th  and  23d,  1899;  also  irrawik,  Virch.  Arch.,  Bd.  178,  p.  82,  1904; 
see  also  for  an  experimental  study  of  the  disappearance  of  bacteria  from  the  blood,  SchtPorMf 
Zeits  f.  lleilkunde,  Abth.  f.  Path.  Anat.,  Bd.  xxvi.,  p.  295,  1906. 
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be  albuminoid  substances — toxalbumins  or  toxalbumoses}  Stored  up  in 
the  protoplasm  of  the  germs  themselves,  this  poisonous  material  has  been 
called  bacterio-protein  and  endotoxin, 

AooRESSiNS. — It  has  been  found  by  Bail  that  when  one  injects  into  animals  steri- 
lized exudates  induced  by  the  action  of  various  pathogenic  micro-organisms — tubercle, 
typhoid,  and  dysentery  bacilli,  pneumococcus,  staphylococcus^  etc. — together  with 
sublethal  doses  of  cultures  of  the  organisms  themselves,  the  death  of  the  animal  is 
brought  about  much  sooner  than  when  the  bacteria  alone  are  introduced.  Bail,  as 
the  result  of  many  experiments,  assumes  that  under  these  conditions  the  exudate  con- 
tains substances  which  foster  the  deleterious  effects  of  the  living  organisms  by  inter- 
fering in  some  way  with  the  protective  agencies  of  the  body.  These  hypothetical 
substances  he  has  called  aggre88ins,*aiid  he  believes  them  to  be  formed  by  the  bacteria 
as  they  grow  in  the  body. 

This  hypothesis  has.  not  yet  found  ^neral  acceptance.  For  a  discussion  of  the 
80-called  aggressins  see  Bail  and  Weilf  Cbl.  f.  Bak.,  Abth.  I.,  Grig.  Bd.  xlii.,  pp.  51, 
139, 241, 335, 437,  and  443, 1906. 

Some  of  the  poisons  act  locally  at  or  near  the  seat  of  their  manu- 
facture by  the  growing  germs.  Others  gain  access  to  the  body  at  large 
and  are  widely  distributed,  inducing  what  may  be  called  the  phenomena 
of  septic  intoxication — toxcemia. 

The  phenomena  of  septic  intoxication  may  be  induced  by  the  prod- 
ucts of  bacterial  growth  outside  of  the  body  when  these  in  considerable 
quantity  are  in  any  way  taken  into  it.  This  is  true  not  only  of  poisons 
elaborated  outside  the  body  by  pathogenic  bacteria,  but  also  of  many 
forms  of  bacteria  usually  harmless.  Thus  are  caused  many  forms  of 
food  poisoning  which  simulate  but  are  not  actually  infectious  diseases, 
because  there  is  no  development  within  the  body  of  the  disease-inciting 
germs. 

Similar  local  and  general  effects  may  be  induced  in  the  body  by  other 
poisons  than  those  of  bacterial  origin.  Ricin  and  abrin,  for  example, 
well-known  vegetable  poisons,  and  the  venom  of  scorpions  and  of  certain 
snakes  are  closely  similar  in  their  action  to  the  toxins  which  the  bacteria 
form  either  within  or  without  the  body. 

It  should  be  remembered  in  this  connection  that  effects  closely  resem- 
bling those  due  to  bacterial  or  allied  poison  may  be  induced  by  toxic 
agents  developed  within  the  body  as  a  result  of  defective  elimination  or 
faulty  cell  metabolism — auto-intoxication  (see  p.  400). 

Thus  the  deleterious  effects  of  pathogenic  bacteria  upon  the  body  are 
but  in  small  measure  simply  mechanial.  Local  necrosis  *  and  inflam- 
mation, albuminous  degeneration  of  cells,  leucocytosis  and  other  altera- 
tions of  the  blood,  fever,  structural  lesions  and  functional  disturbances 
in  the  nervous  system,  irregularities  in  the  circulatory  and  respiratory 
mechanisms,  hssmolysis  and  agglutination  of  the  red  blood  cells  and 

1  Much  of  the  literature  on  this  subject  has  been  brought  together  by  Vaughan  and 
Navy,  "Ollular  Toxins."  The  general  chemical  relationship  of  bacterial  products  to  other 
organic  compounds  is  set  forth  in  Halliburton's  "Text- Book  of  Chemical  Physiology  and 
Pathology";  see  also  Oppenheimer  on  "Bacterial  Poisons"  in  Kollc  and  Wassermann's 
''Handbuch  der  Ifikroorganismen,"  Bd.  i.,  p.  344. 

'  Sec  Flexner,  "The  Pathology  of  Toxalbumin  Intoxication,"  Johns  Hopkins  Hospital 
Reports,  vol.  vi.,  p.  259,  1897. 


152  THE    REL.\TIOXS    OF    MJCRO-ORGANIS!^IS    TO     DISEASE 

thrombosis/  etc.,  may  follow  the  distribution  in  the  body  of  bacterial 
toxins.' 

Proofs  of  the  Infective  Nature  of  Bacteria  Found  in  the  Body. 

It  will  be  seen,  from  what  has  now  been  said  of  the  bacteria,  that  in 
different  parts  of  the  system  in  health,  and  in  a  large  number  of  abnor- 
mal conditions,  various  forms  of  bacteria  occur;  but  it  is  quite  evident 
that  the  significance  which  we  must  attach  to  their  mere  presence  varies 
greatly.  In  a  large  number  of  cases,  especially  when  on  parts  exposed 
to  the  air  or  in  the  gastro-intestinal  canal,  they  are  evidently  of  no  more 
importance  than  so  much  inorganic  dust.  When,  however,  special 
forms  of  bacteria  are  uniformly  present  in  connection  with  well-defined 
diseases,  or  in  their  lesions,  and  especially  if  these  largely  preponderate, 
the  conjecture  is  certainly  justified  that  the  micro-organisms  may  have 
something  to  do  with  their  incitement.  Yet  in  all  such  cases  we  have  to 
consider  the  possibility  that  it  is  the  abnormal  state  of  the  body  or  the 
character  of  a  lesion,  brought  about  perhaps  in  other  ways,  w^hich 
affords  conditions  suitable  for  the  growth  of  this  form  of  bacteria,  and 
that  these  may  consequently  be  present  in  considerable  numbers,  while 
in  the  absence  of  such  conditions  they  would  be  unable  to  develop. 
Even  the  constant  presence  in  the  body,  in  certain  diseases,  of  bacteria 
which  evidently  produce  well-marked  local  effects,  either  inflammatory 
or  degenerative,  does  not  absolutely  prove  their  etiological  i*elationship 
to  the  disease,  although  it  renders  it  in  a  high  degree  probable. 

It  is  desirable  in  every  case  in  which  the  evidence  of  the  etiological 
relationship  of  a  specific  micro-organism  to  a  disease  is  to  be  set  forth, 
that  we  should  be  able  to  demonstrate  the  constant  presence  in  the  body 
of  the  special  form  of  micro-organism  during  some  period  of  the  disease, 
obtain  this  by  culture  in  a  pure  condition  unmixed  with  any  other  living 
thing  or  with  any  chemical  substance  not  belonging  to  it,  and  finally,  by 
the  introduction  of  the  purified  organisms  into  a  healthy  animal,  be  able 
to  induce  the  disease  in  some  definite  form.  When  all  this  is  done,  and 
not  before,  can  we  assert  that  the  evidence  establishing  the  causative 
relationship  between  a  given  form  of  bacteria  and  any  special  infectious 
disease,  is  entirely  at  our  command. 

But  the  fulfilment  of  these  strict  logical  requirements  is  very  difficult 
in  many  cases,  and  in  some,  apparently,  almost  if  not  quite  impossible; 
for  we  must  remember,  in  the  first  place,  that  the  lower  anima,ls,  upon 
which  alone,  for  the  most  part,  inoculation  experiments  are  practicable, 
are  apparently  not  subject  to  certain  important  diseases  of  man;  and, 
second,  that  they  present  among  themselves  the  most  marked  differ- 
ences in  the  degree  and  manner  in  which  they  are  affected  by  inocula- 
tion with  pathogenic  bacteria.  Desirable  as  is  the  complete  fulfilment 
of  the  above  requirements  in  every  case,  it  must  be  admitted  that  a  rea- 

'  For  bact<»rial  hjrmolysins  sec  Pribram,  Kollo  and  Wassennann,  "Handb.  d.  path. 
Mik./'  Erganz.  Hd.,  p.  291.* 

2  On  the  theory  of  bacterial  infection  sec  RadzieiDsky,  Zeiiz.f.  Hygiene,  Bd.  xxxvii.,  p.  1. 
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sonable  certainty  regarding  the  bacterial  origin  of  a  given  disease  may 
sometimes  be  arrived  at  without  positive  results  from  the  inoculation 
of  the  bacteria  associated  with  its  lesions.  The  agglutination  test  and 
the  tests  for  specific  lytic  substances  or  opsonins  applied  under  proper 
conditions  may  afford  valuable  evidence  of  the  nature  of  an  infection 
(see  p.  181). 

The  complete  demonstration  which  is  desirable  has  as  yet  been  fur- 
nished in  but  a  moderate  number  of  diseases.  In  many  others,  however, 
enough  has  been  done  in  the  way  of  study  and  experimentation  to  render 
it  altogether  certain  that  they  are  infectious  and  to  establish  beyond 
reasonable  doubt  the  identity  of  the  micro-organism  or  micro-organisms 
involved. 

Conditions  Influencing  the  Occurrence  of  Infectious  Diseases. 

It  has  been  learned  as  a  result  of  a  great  deal  of  observation  and 
experiment,  that  although  certain  diseases  are  always  associated  with 
the  presence  and  growth  in  the  body  of  particular  species  of  micro-organ- 
isms, there  are  still  various  other  accessorv  factors  which  have  an  im- 
portant  bearing  upon  the  inception  and  course  of  the  diseases.  Thus, 
while  the  presence  in  the  body  of  a  particular  species  of  micro-organism 
is  the  most  significant  and  fundamental  of  the  determining  agencies  in 
the  infectious  diseases,  the  numbers  in  w^hich  they  are  present — i.e.,  the 
size  of  the  dose — and  the  varying  virulence  which  the  same  species  under 
different  conditions  possesses,  as  well  as  the  varying  capacity  of  resist- 
ance to  the  incursions  of  the  germs  which  the  body  cells  at  different 
times  and  under  diflfering  conditions  exhibit,  are  all  factors  of  the  great- 
est moment. 

Malnutrition,  mental  or  physical  overwork,  injuries,  bad  hygienic 
surroundings,  the  abuse  of  alcohol  and  other  forms  of  intemperance,  as 
well  as  many  other  conditions  which  lead  to  deterioration  in  the  general 
health,  are  often  decisive  factors  in  determining  the  intensity  or  even 
the  occurrence  of  the  diseases  due  to  bacterial  incitement.  It  is  thus 
clear  that  the  action  of  a  given  germ  in  the  living  body  depends  only  in 
part  upon  its  intrinsic  capacities — which  in  themselves  are  very  variable 
— but  also  and  in  marked  degree  upon  the  capacities,  also  variable, 
which  exist  at  the  moment  in  the  body  cells  among  which  the  lot  of  the 
germs  is  cast. 

It  should  be  always  borne  in  mind  that  the  human  body  is  a  great 
aggregate  of  groups  of  co-ordinated  cells  which,  under  normal  conditions, 
all  act  in  harmony  for  the  maintenance  of  the  life  and  functions  of  the 
individual.  The  cells  and  cell  communities  in  health  not  onlv  do  this, 
but  they  have  the  power  of  resisting  and  to  a  certain  extent  overcoming 
various  deleterious  agencies  to  which  the  body  is  more  or  less  constantly 
liable. 

What  we  call  hereditary  or  acquired  predisposition  to  an  infectious 
disease,  such  as  tuberculosis  for  example,  is  simply  a  lack  of  the  usual 
capacity  of  the  cells  of  the  body — whether  through  a  structural  or  physi- 
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ological  fault  we  do  not  yet  know — to  cope  with  the  destructive  tenden- 
cies of  the  living  micro-organisms  when  once  these  gain  a  foothold  in 
the  body. 

We  thus  see  that,  in  studying  the  conditions  under  which  infectious 
diseases  occur,  the  work  is  by  no  means  complete  when  the  bacterial 
species  which  incites  the  disease  has  been  discovered,  but  that  then  the 
more  obscure  determining  and  influencing  agencies  must  be  worked  out 
in  each  case/ 

Infection  and  Immunity. 

INFECTIOUS  DISSASB  AND  THE  NATURE  OF  INFECTION. 

Infectious  diseases  are  those  which  are  incited  by  the  entrance  into  the 
body  and  proliferation  there  of  pathogenic  micro-organisms.  Infection  is 
the  act  or  process  by  which  such  diseases  are  incited. 

In  the  more  exact  usage  of  the  words  "  infectious"  and  "  infection  "  which 
our  new  knowledge  demands,  it  is  customary  and  convenient  to  limit  the 
term  **  micro-organism  "  to  the  fungi — bacteria,  yeasts,  and  moulds — and 
to  the  protozoa  representing  the  animal  kingdom,  excluding  altogether 
the  entozoa  and  other  animal  parasites.' 

The  modern  conception  of  infection  implies  the  presence  in  the  body 
of  the  living  micro-organisms  themselves;  that  is,  of  something  capable 
of  multiplication,  or  at  least  of  reproduction  and  development,  and  not 
alone  of  the  poisons  which  they  may  and  usually  do  produce.  It  is 
customary  to  look  upon  the  effects  of  the  absorbed  poison  which  micro- 
organisms furnish  as  intoxications j  whether  these  poisons  be  formed 
inside  the  body  in  infectious  diseases  and  in  other  conditions,  or  out^de 
of  it  and  subsequently  introduced.  That  condition  in  which  there  is 
evidence  of  wide  distribution  of  pathogenic  micro-organisms  and  their 
products  in  the  blood  is  called  septicaemia  (see  p.  19S). 

It  is  evident  from  what  has  been  said  that  infectious  disease  cannot 
exist  without  the  presence  in  the  body  of  micro-organisms.  But,  on  the 
other  hand,  micro-organisms  can  and  do  frequently  exist  in  the  body 
without  the  incitement  of  infectious  disease.  Whether  a  micro-organ- 
ism be  pathogenic  or  not  depends  upon  the  variable  susceptibilities  of 
the  host  as  well  as  upon  its  own — also  variable — nature  and  qualities. 
No  micro-organism  is  intrinsically  pathogenic;  the  very  conception  im- 
plies a  relationship.  This  obvious  fact  is  overlooked  by  those  who  see 
in  the  micro-organisms  alone  the  essential  specific  features  of  infectious 
diseases;  who  would  classify  these  diseases  exclusively  by  the  nature  of 
their  excitants,  and  who  look  upon  the  latter  as  the  true  "  causes  "  of 
the  phenomena  through  which  disease  is  manifested  (see  p.  5). 

1  For  a  rhumf  of  the  nature  and  conditions  of  infection,  see  Waasermann,  Kolle  and 
Wassermann's  "Handbuch  der  Mikroorgaiiismen,"  Bd.  i.,  p.  223,  bibl. ;  for  a  study  of  the 
general  reaction  of  the  body  in  infection  see  Blumenthal,  ibid.,  p.  326. 

*  With  this  somewhat  arbitrary  limitation,  neither  trichinosis  nor  scabies,  for  exam- 
ple, would  be  considered  an  infectious  disease,  although  they  are  often,  for  the  lack  of  a 
distinctive  word,  thus  designated. 
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IKOUBATION  PERIOD. 

It  is  characteristic  of  infection  that  a  certain  time  elapses  between 
the  entrance  of  the  infective  agent  and  the  manifestation  of  symptoms 
or  the  development  of  lesions.  This  interval  is  called  the  *'  incubation 
period  *'  of  the  infection  and  varies  with  different  infective  organisms. 
This  incubation  period  is  that  time  during  which  the  micro-organisms 
are  increasing  sufficiently  in  number  or  virulence  in  the  body  to  induce 
symptoms  and  lesions  or  are  passing  through  developmental  cycles 
marking  their  adaptation  to  the  environment  furnished  by  the  host. 

FORMS  OF  INFECTION. 

Mixed  or  Concurrent  Infection. — It  should  be  borne  in  mind  that  the 
body  which  is  already  the  seat  of  an  infectious  disease  is  usually  espe- 
cially susceptible  to  the  action  of  other  pathogenic  germs,  should  these 
once  gain  entrance;  and  also  that  the  lesions  which  are  associated  with 
many  of  the  infectious  maladies  afford  portals  of  entry  through  the  skin 
or  mucous  membranes  to  other  micro-organisms,  against  the  entrance  of 
which  the  healthy  body  opposes  most  efficient  barriers.  In  fact,  we  now 
know  that  the  action  of  two  or  more  pathogenic  micro-organisms  in  the 
body  at  the  same  time  is  of  very  frequent  occurrence,  many  of  the  so- 
called  complications  of  the  infectious  diseases  being  due  to  secondary 
infection  with  a  new  germ  species.  Numerous  examples  of  this  ''mixed  '* 
or,  better,  "  concurrent,*'  infection  are  noticed  in  other  parts  of  this 
book.* 

Many  important  facts  have  been  revealed  by  the  study  of  bacterial 
association  in  cultures  as  well  as  in  infectious  diseases  of  men  and  ani- 
mals which  cannot  here  be  considered.'  It  may  be  said  in  general  that 
in  animals  as  in  man  concurrent  infection  with  a  second  micro-organism 
increases  the  gravity  of  the  original  situation.  On  the  other  hand,  cer- 
tain experiments  seem  to  indicate  that  sometimes  the  concurrent  action 
of  a  second  germ — streptococcus,  for  example,  with  the  anthrax  bacillus 
— may  render  a  virulent  organism  comparatively  innocuous.  But  the 
conditions  of  the  experiments  are  in  either  case  so  complex  that  the  full 
significance  of  many  curious  phenomena  is  not  yet  apparent. 

Congenital  Infection. — Infection  of  the  foetus  through  such  lesions  of 
the  placenta  as  permit  of  the  passage  of  pathogenic  micro-organisms  from 
the  blood  of  the  mother  to  that  of  the  child  is  of  occasional,  but  not  fre- 
quent, occurrence.  While  the  barriers  against  such  transmissions  are, 
under  normal  conditions,  effective,  disturbance  in  the  placental  circula- 
tion, lesions  of  the  vessel  walls  or  of  the  tissues  and  covering  of  the 
chorionic  villi  favor  it.  But  infection  may  occur  without  demonstrable 
evidence  of  such  lesions.     Thus  foetal  infection  is  known  to  have  occurred 

1  For  bibliogrmphy  of  mixed  infection  see  Bemheim  and  Gruber,  Lubarsch  and  Ostertaf^'s 
"Ergebniflse/'  Jahrg.  2,  for  1805,  p.  1 ;  also  Wasscrmann,  in  Kolle  and  Wassermann's  "  Hand- 
buch  der  Ifikroorganismen/'  Bd.  i.,  p.  307. 

'  Consult  Th,  Smiihf  Trans.  Assn.  Am.  Phys.,  vol.  ix.,  p.  85, 1894 ;  also  Moore,  "  Patlu>logy 
mod  Differential  Diagnosis  of  Infectious  Disea-ses  of  Animals/'  1906. 
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in  various  phases  of  suppurative  inflammation,  in  tuberculosis,  typhoid 
fever,  anthrax,  syphilis,  the  exanthematous  fevers,  etc.  There  is  con- 
fsiderable  evidence  that  rarelv  the  tubercle  bacillus  mav  be  transmitted 
from  mother  to  offspring,  and  remaining  for  a  time  inactive  may  later 
induce  the  characteristic  lesions.^ 

Terminal  Infection. — The  victims  of  chronic  disease  of  the  heart, 
blood-vessels,  kidneys,  liver,  etc.,  are  particularly  susceptible  to  the 
incursions  of  pathogenic  micro-organisms  and  to  infectious  diseases  of 
one  kind  or  another.  Such  persons,  with  or  without  definite  lesions, 
are  in  fact  liable  finally  to  succumb  to  the  complicating  disease.  The 
phrase  *'  terminal  infection  "  has  been  applied  by  Osier  and  others  to 
this  concurrence  of  diseases  of  such  different  nature,  in  which  the  chance 
infection  of  a  vulnerable  organism  is  so  apt  to  prove  fatal.* 

Great  care  is,  however,  necessary  in  determining  the  significance  of 
the  various  forms  of  bacteria  which  may  be  present  in  the  body  after 
death.  Not  only  may  bacteria  develop  to  a  considerable  extent  in  the 
body  during  the  hours  which  precede  death  when  the  natural  protective 
agencies  are  halting  or  abeyant,  but  this  may  occur  without  such  a 
reaction  on  the  part  of  the  body  cells  as  is  necessary  to  constitute  an 
actual  infection.  Furthermore,  multiplication  and  distribution  of  bac- 
teria in  the  body  after  death  is  of  frequent  occurrence  and  must  in  every 
case  be  taken  account  of  in  weighing  the  evidence  for  terminal  infection.* 

C0MMT7NICABILITY  OF  INFBCTIOUS    DISEASES. 

It  is  important  in  practical  dealings  with  the  infectious  diseases  to 
consider  them  in  the  light  of  the  relative  liability  of  transmission  of  the 
actually  known  or  assumed  micro-ogranisms  from  diseased  to  healthy 
individuals. 

In  the  first  place,  it  should  be  borne  in  mind  that  the  lower  animals 
are  insusceptible  to  the  ravages  of  some  of  the  micro-organisms  which 
readily  incite  infectious  disease  in  man.  Thus  the  lower  animals  are, 
so  far  as  we  know,  naturally  immune  to  syphilis.  To  certain  diseases  of 
the  lower  animals,  on  the  other  hand,  man  is  not  subject.  But  to  certain 
other  infectious  diseases,  tuberculosis  for  example,  both  men  and  lower 
animals  are  susceptible,  and  both  are,  in  fact,  under  the  prevailing  con- 
ditions of  modern  life,  frequent  victims. 

So  far  as  the  liability  to  the  transmission  of  the  infectious  agents  from 
man  to  man  is  concerned,  there  is  a  very  marked  and  significant  differ- 
ence between  the  infectious  diseases.  It  is  common  usage  to  speak  of  the 
transmission  or  communication  of  disease,  as  if  disease  were  a  self-exist- 
ent thing.  This  usage  fosters  much  loose  thinking.  What  we  call  dis- 
ease is  a  process  involving  a  departure  from,  failure  in,  or  perversion 

^  For  bibliography  and  summary  of  fcrtal  infection  see  Lubarsch,  "Ergebniaee  der  allg. 
Aetiologie  der  Mcnschen-  und  Thierkrankheiten,"  Jahrg.  i.,  p.  427, 1895;  also  FiacM,  in  Gran' 
cher,  Comby,  and  MarJarCa  "Traits  des  Maladies  de  TEnfance,"  t.  i.,  p.  454,  bibl. 

2  For  a  study  of  this  class  of  cases  see  FUzner,  Trans.  Assn.  Am.  Phys.,  vol.  xi.,  p.  229, 
1896. 

•  Consult  Achard  and  Phulpin,  Arch,  de  m6d.  exp^rimentale,  vol.  vii.,  p.  25,  1895. 
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of  normal  physiological  action,  either  in  the  material  constitution  or  in 
the  functional  integrity  of  the  living  organism.  When,  therefore,  we 
speak  of  the  transmission  or  communication  of  disease,  what  we  really 
mean  is  not  that  the  disease,  but  the  agent  capable  under  suitable  condi- 
tions of  inciting  the  disease,  is  transmitted  or  communicated.  If  we  hold 
this  obvious  implication  in  mind,  it  is  useful  to  group  the  infectious  dis- 
eases of  man  into  two  great  primary  classes:  1st,  Those  trhich  under  the 
usual  conditions  of  life  are  not  readily  communicable.  2d,  Those  which 
under  the  usual  conditions  of  life  are  readily  communicable. 

But  while,  for  convenience,  we  may  speak  of  lum-communicable  and 
communicable  diseases,  we  should  remember  that  these  two  classes  merge 
into  each  other,  and  that  in  fact  the  agents  of  infection  may  at  lea.st 
artificially  in  all  cases  be  conveyed  from  one  individual  to  another.  It 
is  only  when  the  conveyance  under  natural  conditions  occurs  in  a  round- 
about way,  or  through  intermediary  agencies,  such  as  the  mosquito  for 
example,  in  malaria  or  yellow  fever,  that  one  may  advisedly  speak  of 
non-communicable  infectious  diseases. 

Among  the  communicable  infectious  diseases  there  exists  the  widest 
difference  in  the  liability  to  transmission  under  ordinary  circumstances. 
Thus  the  infectious  agents  in  smallpox  and  scarlatina  are  given  off  from 
the  body  under  such  conditions  as  render  possii)le  and  frequent  their 
direct  transmission  through  the  air  to  another  individual.  In  syphilis, 
tetanus,  and  rabies,  on  the  other  hand,  transmission  of  the  infectious 
material  is  rare  or  impossible  without  a  direct  inoculation. 

Between  these  extremes  the  widest  diversity  exists  in  the  liability  to 
transmission  of  the  infectious  agents  of  the  diseases  of  this  class.  In 
fact  the  liability  to  infection  on  the  part  of  a  healthy  individual  in  the 
presence  of  a  victim  of  infectious  disease  is  largely  dependent  upon  the 
intelligent  care  which  is  exercised  in  the  disposition  of  the  material  con- 
taining the  pathogenic  micro-organism  which  in  one  way  or  another  the 
infected  body  sets  free. 

So  that  while  it  may  l>e  useful  to  arrange  the  communicable  infectious 
diseases  in  groups,  or  in  such  serial  order  as  may  indicate  the  degree  of 
communicability  of  each  under  the  ordinary  conditions  of  life,  it  should 
always  be  borne  in  mind  that  this  classification  is  not  fundamental  as  is 
that  by  which  the  infectious  diseases  as  a  whole  are  set  apart  from  other 
diseases,  but  is  closely  dependent  upon  the  sanitary  conditions  under 
which  each  case  may  l>e  placed.  Thus  tuberculosis,  or  diphtheria,  or 
pneumonia  may  be  high  on  the  list  as  readily  communicable  if  the 
patient  be  housed  in  a  crowded  tenement  with  ignorant  or  careless  attend- 
ance, while  if  subjected  to  the  intelligent  ministry  of  sanitary  science 
these  diseases  may  be  accounted  as  relatively  slightly  conununicai)le.* 

*  Before  the  knowlcHlge  of  patlioRonif  niicn>-orpanisms  hiiil  hocfHno  prooiso,  readily 
communicable  cliHeascfl  were  calle<l  rontuKioas  in  u  ratlicr  loose  aiul  ill-dcfiiuMl  way,  and 
the  unknown  excitant  waA  called  the  cnntagium.  Thr  word  "contaKioU'*"  is  still  iimkI,  in 
\'ariou8  senMiiy  to  the  detriment  of  wicnro.  We  can  prt  alon^  well  onouph  witliout  it  by 
the  vae  of  the  word  •'communicable"  as  al»ove  indicated.  Hut  if  it  niU'^t  still  be  rherishe<l  it 
mJKht  be  wiitely  limited  to  the  exanthemata,  wluwc  inciting  agents  are  more  rea<lily  and  com- 
monly tranmnittefl  throiich  the  air  from  the  body  of  the  patient  than  are  those  of  any  of 
tlie  other  infectioua  ma'.adieA. 
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Communicable  infectious  diseases  sometimes  affect  a  considerable 
number  of  persons  in  a  community.  This  constitutes  an  epidemic,  and 
the  term  epidemic  disease  is  used.  So  also  if  an  infection  is  constantly 
present  in  a  certain  locality  it  is  said  to  be  endemic.  The  term  pandemic 
is  used  to  indicate  the  involvement  of  persons  all  over  a  large  territory 
in  a  particular  infectious  disease. 


Nature  and  Forms  of  Immunity. 

We  have  seen  that  an  infectious  disease  is  one  incited  by  the  entrance 
into  the  body  and  proliferation  there  of  pathogenic  micro-organisms,  and 
that  infection  is  the  a^t  or  process  by  which  such  a  disease  is  incited. 

The  fact  that  all  animals  are  not  equally  susceptible  to  the  ravages  of 
pathogenic  micro-organisms,  and  that  in  man  an  individual  and  often  a 
changing  predisposition  or  invulnerability  to  the  incursions  of  these  or- 
ganisms exists;  the  further  observation  that  one  attack  of  an  infectious 
disease  often  protects  the  victim  for  a  longer  or% shorter  time  against  a 
recurrence;  finally,  the  fact  that  recovery  is  ever  possible  when  once 
self-multiplying  disease-producing  germs  have  obtained  a  foothold  in  the 
body — all  these  facts  and  observations  are  of  such  singular  import  and 
interest  that,  especially  of  late  years,  there  has  been  much  study  on 
the  nature  of  the  agencies  which  the  body  brings  into  play  in  establish- 
ing immunity  in  the  face  of  microbic  invasion,  and  in  coping  with  the 
various  deleterious  factors  at  work  when  once  a  foothold  is  obtained. 
The  scope  of  this  book  does  not  permit  us  to  enter  in  detail  into  this  most 
fascinating  and  important  field.  We  can  give  only  a  brief  summary  of 
some  of  the  more  important  features. 

Immunity  is  insusceptibility,  or  capacity  for  resistance  on  the  part  of 
the  body  to  disease  or,  in  the  more  limited  sense,  to  infection  or  intoxication 
or  their  effects. 

If  we  recall  the  ways  in  which  bacteria  damage  the  organism,  it  will 
be  evident  that  immunity  may  be  due  to  the  fact  that  the  micro-organ- 
isms in  question  simply  do  not  proliferate  in  the  body,  failing,  even 
should  they  gain  entrance,  to  find  the  necessary  conditions.*  On  the 
other  hand,  though  the  conditions  be  in  general  favorable,  substances 
may  exist  or  be  formed  in  the  body  which  destroy  the  invading  germs. 
In  other  words  these  may  at  once  or  soon  be  disposed  of  by  germicidal 
substances,  either  in  cells  or  in  solution  in  the  body  fluids. 

Or,  the  toxic  substances  which  micro-organisms  set  free,  as  in  the 
process  of  their  nutrition  they  decompose  organic  ingredients  of  the  tis- 
sues or  body  fluids,  may  be  rendered  inert  by  further  decomposition  or 
combination  with  substances  present  or  formed  in  the  tissue  fluids.  Or, 
furthermore,  the  cells  which  are  susceptible  to  the  presence  of  the  toxins 
may  become  less  vulnerable  by  adaptation  to  the  deleterious  effects  of 

'  For  a  most  suggestive  and  valuable  paper  on  the  adaptation  of  pathogenic  bacteria 
to  different  species  of  animals  see  Theobald  Smith,  Phila<lelphia  Medical  Journal,  May  6th,  1900. 
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the  latter.  Thus  by  a  total  unsuitability  of  the  tissues  or  of  the  general 
conditioDs  to  bacterial  growth;  by  destruction  of  the  invading  germs; 
by  neutralization  or  destruction  of  toxins;  or,  finally,  by  a  capacity  of 
resistance  or  tolerance  won  through  adaptation  to  a  new  and  intrinsically 
harmful  environment,  we  may  conceive  of  conditions  which  in  a  measure 
account  for  the  known  phenomena  of  immunity. 

Immunity  from  an  infectious  disease  may  be  natural  or  hereditary.^ 
The  absolute  or  relative  insusceptibility  of  turtles  and  fishes  for 
tetanus,  of  rats  for  anthrax,  and  of  the  lower  animals  for  syphilis  and 
for  scarlatina,  are  examples  of  hereditary  or  natural  immunity  which  we 
seed  not  further  consider  here.  Immunity  is  variable  and  rarely  abso- 
lute, and  is  subject  to  individual  as  well  as  racial  variation. 

On  the  other  hand,  immunity  may  be  acquired.  Acquired  immunity 
may  be  secured  by  an  attack  of  the  disease  from  which  the  individual 
has  recovered — natural  immunization.     Or,  immunity  may  be  acquired 


I'la.   ill.— PHAGOCVTK3. 

In  Huiil  tnim  the  peritoneal  cavity  of  an  immunized  guini 
troduction  of  the  bacilli  of  typhoid  fever.  Degenerative  clu 
bacteria  witlun  the  cella. 

by  the  introduction  into  the  body  of  some  material  whirh  gradually 
diminishes  susceptibility  without  inducing  distinct  disease — artljicial 
immunization.  Acquired  immunity  may  l)e  transmitted  from  parent  to 
offspring. 

Most  of  the  infectious  diseases  appear  to  confer  a  certain  degree  of  in- 
susceptibility to  subsequent  attackaof  the  same  disease,  though  this  may 
be  partial  and  temporary.  But  the  exanthemata  afTord  the  most  strik- 
ing examples  of  acquired  immunity  after  an  attack  of  infectious  disease. 

Let  us  now  look  more  closely  at  some  of  the  ways  in  which  the  body 
may  thus  protect  itself  from  the  consequences  of  infection. 

It  is  well  known  that  bacteria  artificially  introduced  into  the  blood 
of  animals  may,  after  a  short  time,  wholly  disappear  from  the  circulating 
fluid,  and  be  found  in  large  numbers  in  leucocytes  and  other  cells.  We 
have  already  seen  in  the  study  of  inflammation  (see  p.  98)  that  cer- 
tun  cells  of  the  body  are  capable  of  taking  up  not  only  various  kinds  of 
alien  substances,  but  also  micro-organisms  which  enter  the  tissues,  into 

>  For  a  itudyot  the  theories  of  natural  immunity  sec  itllllfr,  "  Insertion  u.Immunillt," 
1B04.  For  a  study  with  bibl.  of  the  protective  proceseeo  in  natural  imniimity.  «*  Kiiakalt, 
Zritii.  I.  Hj»  It.  lolkr.,  Bd.  xlv.,  p.  1,  and  ibid.,  il™..  p,  243,  UHM.  For  amuily  of  inherited 
uaiaaiuty  an  KUiiu  »ad  iteUtn,  Zeita.  I.  Hygiene,  etc.,  lM.lv.,  p.  179,  1906. 
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their  cytoplasm  (Fig.  65,  p.  99)  and  may  there  kill  and  destroy  them 
(Fig.  111).  This  mode  of  destruction  of  micro-organisms,  largely  by 
leucocytes,  but  also  by  other  mesodermal  cells,  which  when  thus  engaged 
are  called  phagocyt^^  (see  p.  98),  plays  a  most  important  part  in 
the  establishment  of  immunity.  On  the  other  hand,  certain  ingredients 
of  the  body  fluids,  formerly  called  alexins  or  **  defensive  proteids,-* 
acting  outside  of  cells,  have  been  shown  to  possess  marked  germicidal 
powers.  While  thus  it  might  appear  that  two  fairly  distinct  agencies 
are  of  importance  in  enabling  the  body  to  resist  the  incursions  of  patho- 
genic germs — cellular  or  '*  phagocytic,'*  and  what  may  be  called  **  hu- 
moral "  or  chemical — it  is  obvious  that  ultimately  whatever  destructive 
power  the  body  possesses  toward  micro-organisms  must  be  due,  directly 
or  indirectly,  to  cell  activities.  This  phase  of  immunity  has  been  char- 
acterized as  anti-microhic ,  anti-bacterial y  or  bacteriolytic  immunity y  be- 
cause it  is  a  mode  of  protection  in  which  bacteria  are  destroyed  or  their 
growth  in  the  body  is  limited  or  prevented. 

Not  less  important  is  another  phase  of  immunity — antitoxic  immunity 
— by  which  the  body  protects  itself  against  the  toxic  substances  through 
which,  in  many  instances,  the  most  serious  manifestations  of  infection 
occur. 

These  two  forms  of  immunitv — antitoxic  and  anti-bacterial  or  bac- 
teriolytic — will  be  considered  in  detail  in  a  following  section. 

Furthermore,  the  microbic  toxins  which  are  set  free  by  the  micro- 
organisms, like  other  poisons  may  be  eliminated  together  with  the  waste 
products  of  body  metabolism  through  the  kidneys,  skin,  etc. 

Artificial  Immunization. 

General  Methods  and  Principles  of  Artificial  Immunization. — It  was 

not  possible  to  gain  a  clear  conception  of  the  factors  entering  into  the 
complex  problems  of  immunity  until  animal  experimentation  had  re- 
vealed a  host  of  significant  facts  bearing  directly  upon  questions  which 
for  a  long  time  had  seemed  insoluble.  It  has  been  found  as  the  result 
of  experimental  researches,  that  artificial  immunity  can  be  secured  by 
gradually  rendering  the  body  tolerant  to  the  presence  of  the  infective 
or  toxic  agencies  without  actually  inciting  the  characteristic  specific 
disease. 

I.  In  one  class  of  procedures  artificial  immunity  is  secured  directly  or 
indirectly  through  the  action  in  the  body^  of  bacteria  or  other  microbes  or 
microbic  poisons  whose  xirulence  has  been  in  om  way  or  another  reduced 
but  not  rendered  altogether  inert;  or  by  the  action  on  relatively  ins^usceptible 
animals  of  microbes  or  microbic  poisons  of  unimpaired  virulence,  /m- 
munity  induced  in  this  way  a.s  the  result  of  direct  adaptation  of  the  body 
cells  to  the  new  conditions  is  called  active  immunity. 

1.  Active  immunity  to  particular  forms  of  infectious  disease  may  be  conferred  by 
inoculation  with  cultures  of  the  germ  inciting  the  injection  whose  virulence  has  been  arfi/i- 
cially  reduced.  This  reduction  of  \nrulence  of  the  micro-organisms  may  be  accomplished 
in  vurious  ways:  by  cultivation  at  temperatures  above  their  optimum;  by  successive 
inoculations  mto  insusceptible  animals ;  by  prolonged  artificial  cultivation  in  the  pres- 
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enoe  of  oxygen;  by  exposure  to  certain  inorganic  chemical  substances,  as  the  diphtheria 
bacillus  to  trichlorid  of  iodin.  anthrax  to  bichromate  of  potash,  etc.;  by  exposure  of 
culturra  to  oi^ganic  extracts  or  products  of  animal  or  vegetable  cell  metabolism;  by 
drying  (hydrophobia),  or  by  exposure  to  sunlight;  by  killing  the  germs  by  heat,  using 
for  injection  emulsions  of  their  dead  bodies  containing  the  so-called  endotoxin;  and 
in  other  ways. 

With  the  virulence  of  the  micro-organisms  reduced  in  varying  degrees  in  one  or 
other  of  the  ways  just  mentioned,  the  gradual  habituation  of  the  bodies  of  animals  to 
the  presence  of  pathogenic  germs  may  be  pursued  until  cultures  of  full  virulence  are 
tolerated. 

2.  Active  immunity  may  be  conferred  by  the  injection,  in  gradually  increasing 
doe?s.  of  the  metabolic  products  of  bacterial  growth,  either  with  or  without  the  dead  bodies 
of  the  germs  themselves — the  bacilli  of  typhoid  fever,  for  example.  The  primary 
virulence  of  these  usually  toxic  products  of  microbic  growth  may  be  in  various  ways 
diminished,  by  heating,  by  mixing  with  organic  extracts  such  as  that  of  the  thymus 
gland,  or  with  an  inorganic  chemical  substance  such  as  trichlorid  of  iodin,  or  by  small 
doses  of  the  already  prepared  antitoxin — see  below. 

3.  Active  immimity  may  be  secured  in  some  cases  by  the  inoculation  of  animals, 
which  are  but  moderately  susceptible  to  the  species  employed,  with  small  but  increasing 
quantities  of  gTms  having  unimpaired  virulence,  I'nder  these  conditions  the  animal 
becomes  less  and  less  responsive  to  the  germ,  until  finally  it  may  display  no  reaction 
after  a  quantity  of  the  \nrulent  culture  which  at  first  would  have  been  inevitably  fatal. 

Immunization  in  man  by  the  direct  use  of  microbes  or  microbic  poisons  or  virus  of 
diminished  ^'irulence  has  l)een  largely  practised  in  typhoid  fever,  cholera,  and  hydro- 
phobia. 

In  active  immunity  the  protective  material  is  elaborated  by  the  im- 
munized individual,  the  process  requires  considerable  time,  and  the 
effect  lasts  for  a  considerable  period. 

II.  In  a  second  doss  of  procedures  artificial  immunity  is  secured  by  the 
direct  mingling  of  the  body  fluids  from  an  individual  already  immunized  in 
some  of  the  abox'e  ways,  unth  those  of  the  individual  to  be  protected.  Im- 
munity secured  in  this  way,  in  which  the  immunizing  substance  used  has 
been  elaborated  by  another  individual,  is  called  passivk  rMMUxiTY. 

1.  Extracts  of  various  organs  and  tissues  of  animals  suffering  from  infectious  disease 
rendered  germ-free  and  injected  into  healthy  animals,  have  been  found  in  some  cases  to 
confer  a  certain  degree  of  immunity. 

2.  The  blood  serum  of  animals  naturally  immune  to  a  particular  infectious  disease 
has  been  found,  on  injection  into  those  which  are  susceptible  to  the  same  disease,  to  im- 
part in  some  cases  a  certain  degree  of  insusceptibility. 

3.  The  blood  serum,  finally,  of  animals  which  have  been  renden^d  in  one  way  or 
another  artificially  immune  to  certain  diseases,  if  introduced  under  proper  conditions 
into  another  susceptible  animal,  has  been  found  not  only  to  confer  a  temporarj'  immu- 
nity, but,  if  administered  to  an  already  stricken  individual,  to  aid  him  in  the  most  marked 
and  efficient  way  to  overcome  the  deleterious  agencies  at  work. 

The  use  of  blood  serum  of  artificially  immimized  animals  for  this  purposi*  is  of  far 
greater  practical  importance  than  either  of  the  methods  1  or  2. 

In  passive  immunity  the  protective  material  is  furnished  ready  made, 
the  effect  is  secured  at  once  and  is  temporary. 

Antitoxic  Immunity. 

It  appears  from  a  study  of  the  results  of  artificial  immunization,  as 
well  as  of  the  immunity  which  is  involved  in  the  niitural  recovery  from 
infectious  disease,  that  one  of  the  ways  in  which  immunity  is  secured  is 

n 
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by  the  formation  of  substances  in  the  body  fluids  which  in  some  way 
neutralize  or  suspend  the  action  of  toxins — antitoxic  immunity. 

Thus  in  diphtheria  and  tetanus  the  antitoxic  substances  are  largely 
developed,  while  in  many  other  infectious  diseases,  such  as  cholera  and 
typhoid  fever,  it  appears  to  be,  in  part  at  least,  through  the  bacterio- 
lytic substances  that  protection  is  secured.  While  in  many  instances 
both  of  these  types  of  protective  substances  may  be  formed  during  im- 
munization, one  or  the  other  is  usually  preponderant.* 

The  antitoxic  substances  are  most  closely  related  to  the  globulins, 
but  boyond  this  their  chemical  nature  has  not  been  definitely  ascertained.* 

The  effect  of  antitoxin  in  the  blood  in  rendering  harmless  the  toxic 
substances  which  they  form  apparently  is  accomplished,  not  by  the, 
destruction  of  the  toxins,  but  by  a  chemical  union  of  toxin  with  anti- 
toxin, whereby  the  former  is  deprived  oi  its  capacity  to  injure  cells. 

The  knowledge  of  this  antitoxic  immunizing  action  of  specially  en- 
dowed blood  serum  has  been  most  fully  developed  in  diphtheria  and 
tetanus. 

During  the  growth  of  the  diphtheria  bacillus  in  nutrient  broth  a 
toxic  substance  is  developed  which  mingles  with  the  broth.  This  is 
called  diphtheria  toxin,  and  subcutaneous  injections  of  this  toxin  in 
animals — guinea-pigs,  for  example — prove  fatal,  in  appropriate  dosage, 
with  symptoms  and  lesions  similar  to  those  caused  by  inoculation  with 
the  living  germ.  It  has  been  found  that  by  repeated  injections  of  the 
diphtheria  toxin  in  susceptible  animals,  at  first  with  small,  then  vnth  gradu- 
ally increasing,  doses,  the  animal  may  at  length  become  so  insusceptible 
to  the  action  of  the  poison  that  many  times  the  usually  fatal  dose  is 
borne  without  sensible  reaction.  Similar  immunity,  can  be  conferred 
in  certain  animals  by  the  use  of  the  living  cultures  of  the  diphtheria 
bacillus  either  fully  virulent  or  with  reduced  virulence  (see  p.  160), 
administered  at  first  in  small  doses,  which  are  gradually  increased. 

In  whichever  way  immunity  be  conferred,  it  has  been  found  that  the 
blood  of  the  artificially  immunized  animal  contains  a  substance,  or  sub- 
stances, called  diphtheria  antitoxin,  which,"on  being  introduced  with  the 
blood  seVum  into  other  susceptible  animals,  may  not  only  confer  a 
quickly  established  immunity — passive  immunity — but,  without  de- 
stroying the  diphtheria  germ,  may  protect  against  its  toxic  effects  when 
the  disease  is  already  under  way.  Thus  through  the  artificial  immuniza- 
tion of  horses  and  the  hypodermatic  use  of  the  serum  of  their  blood  in 
man  the  so-called  '*  serumtherapy  **  has  assumed  a  very  important 
and  beneficent  rdle  in  the  prevention  and  treatment  of  diphtheria.* 

^  The  damage  or  destruction  of  bacteria  by  anti-bacterial,  bactericidal,  or  bacteriolytic 
substances  naturally  limits  or  prevents  the  formation  of  toxic  materials  by  the  micro-organ- 
isms, although  the  cells  of  the  body  may  be  very  susceptible  to  the  action  of  these.  So  that 
the  absence  of  exndence  of  the  establishment  of  antitoxic  immunity  in  an  infectious  disease 
may  mean,  not  tliat  the  body  is  incapable  of  this,  but  only  that  no  opportunity  is  offered 
for  its  development. 

*  See  Hisa  and  Atkinaorif  Journal  of  Experimental  Medicine,  vol.  v.,  p.  47,  1900. 

*  The  antitoxic  value  or  power  of  each  specimen  of  antitoxic  serum  is  experimentally 
det^^rmined  by  finding  the  amount  of  the  serum  required  to  protect  the  test  animal  against 
the  action  of  a  definite  amount  of  toxin  of  known  strength.     Various  standards  have  been 
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Results  similar  to  those  obtained  in  the  study  of  diphtheria  antitoxin 
have  been  realized  in  the  investigations  of  tetanus.  But  the  practical 
value  of  the  tetanus  antitoxin  as  a  therapeutic  agent  is  less  obvious.  It 
has  been  shown  further  that  antitoxic  sera  may  be  developed  in  the  body 
during  immunization  to  snake  venom,  vegetable  poisons,  such  as  ricin, 
and  to  other  albuminous  animal  and  vegetable  materials.  Thus,  also, 
through  experimental  adaptation,  the  living  body  cells  may  elaborate 
and  set  free  into  the  serum  substances  which  suspend  the  action  of  fer- 
ments, like  rennet,  pancreatin,  fibrin  ferment,  etc. 

Xot  all  toxic  substances,  however,  are  capable  of  inciting  the  living 
body  to  the  formation  of  antitoxic  substances;  nor  are  these  apparently 
formed  in  such  considerable  amount  in  most  of  the  infectious  diseases, 
as  is  the  case  in  diphtheria  and  tetanus. 

The  action  of  these  antitoxic  substances  is,  within  certain  limits, 
specific;  that  is,  the  antitoxin  of  diphtheria  protects  against  diphtheria, 
that  of  tetanus  against  tetanus,  etc' 

EHRLICH'S  «SIDE.CHAIN"  HYPOTHESIS. 

We  have  seen  that  a  most  remarkable  series  of  facts  is  developed  by  our  studies  of 
infectious  diseases  illuminated  by  the  results  of  animal  experimentation.  When  the 
living  body  is  inv-aded  by  a  certain  toxic  complex  organic  material,  not  always  of  mi- 
crobic  origin,  the  body  adapts  itself  to  the  new  conditions  by  the  elaboration  of  sub- 
stances which  protect  it  from  the  action  of  that  ix)ison.  Each  new  protective  substance 
is  effective  against  the  particular  poison  which  induced  its  formation.  Not  only  this, 
but  if  the  blood  serum  containing  these  new  protective  substances  he  transferred  to 
another  indi\ndual  they  protect  him  also — passive  immunity — against  the  special  poison 
which  called  them  forth  in  the  bodv  of  the  first. 

How  arc  we  to  conceive  of  this  wonderful  adaptive  power  of  the  living  body  under 
conditions  which  seem  to  be  wholly  new  in  the  life  of  the  individual;  a  power  which 
at  first  appears  to  transcend  the  kno\Mi  capacities  oi  the  body  cells? 

Thic  singular  capacity  of  the  body  cellr  to  develop  in  emergencies  apparently  new 
substances  has  naturally  given  .isc  to  much  study  and  to  many  speculations  and  hy- 
potheses. The  scope  of  this  book  does  not  permit  even  r-n  enumeration  ot  these.  But 
it  is  necessary  to  bring  forward  at  least  in  outline  the  no-called  "  side-chain  hypothesis 
of  Ehrlich  by  which  he  strove  to  account  for  the  phenomena  Oi  antitoxic  immunity  as 
exemplified  \iith  e'  pecial  clearness  in  diphtheria  and  tetanus.  Without  this  hyi:)othesis 
we  are  to-day  stft'  practically  at  sea  in  3ur  views  ot  the  nature  of  antitoxic  inummity, 
while  this  rcniar?vable  cr.pacity  of  the  body  to  manutactm'e  the  greatest  variety  of 
potent  specific  antidotes  to  the  most  subtU*  and  virulent  poisons  becomes,  for  the  first 
time,  comprehensible  in  the  light  of  this  ingenious  conception.  It  is  now  sc^veral  years 
since  Ehriich's  hypothesis  was  enunciated  and  whatever  may  be  its  merit  as  a  din>ct 
contribution  to  science,  there  can  be  no  doubt  that  it  has  IxH'n  in  a  remarkable  degn'e, 
an  inspiration  to  the  most  fruitful  research.    It  is  practically  im|X)8sibIe  to  follow  the 

mdoptedp  the  value  of  the  senim  being  expressctl  in  tonus  of  tho  "antitoxin  unit."  For 
example,  in  the  determination  of  antitoxin  value  mad''  usr  of  by  tho  Dopartniont  of  Hoalth 
of  the  city  of  New  York,  an  antitoxin  unit  is  the  amount  of  antitoxic  soruni  nHjuiriHl  to 
protect  a  guinea-piK  weighing  250  grammes  from  death,  when  one  hundn'd  times  thc>  fatal 
(lon4>  of  diphtheria  to«in  is  mixed  with  the  seniiu  and  the  mixture  injeoto<l  Hubcutaneously 
into  the  animal.  The  usual  dose  for  human  administration  may  contain  from  thnro  hundred 
to  six  thouMLnd  unit«. 

*  For  a  detailed  consideration  of  the  si>ecificity  of  infectious  agents  see  KoUr  in  Kolle 
azid  Wamermann's  "Haiidbuch  der  Mikroorganismen."  l\d.  i.,  p.  2SS. 

For  a  summary  of  the  results  of  serumtherapy  see  ParA*.  Ilan*ey  Lectures,  1005-06. 
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recent  work  on  immunity  without  a  knowledge  of  this  hypothesis  and  familiarity  with 
the  nomenclature  to  which  it  has  given  rise. 

In  order  to  comprehend  the  hypothesis  of  Ehrlich  regarding  the  origin  and  nature  of 
antitoxin,  it  is  necessary  for  us  to  form  with  him  a  clear  conception  of  cell  assimilation. 

We  conceive  of  the  cell  as  a  mechanism  for  the  storage  of  energy  derived  from 
without  and  for  its  release  under  definite  conditions.  This  storage  of  energy  is  possible 
through  the  assimilation  and  building  up  by  the  cell  of  complex  molecular  combina- 
tions. These,  owing  to  their  instability,  are  readily  resolved  into  less  complex  and 
more  stable  combinations  with  the  release  of  the  stored-up  energy.  Thus  is  the  life  of 
the  cell  manifested. 

This  l)road  conception  of  the  cell  is  a  purely  intellectual  one,  however,  for  the  de- 
tails of  cell  metabolism  still  elude  the  keenest  scrutiny  of  the  chemist.  He  cannot  for- 
mulate protoplasm  nor  express  its  chemical  changes  by  proportionate  sjinbols. 

Now,  accepting  this  condition  of  affairs  as  for  the  moment  inevitable,  Ehrlich 
seeks  to  express  his  \'iew  of  the  character  of  the  cell's  performances  in  general  terms, 
disregarding  iis  morphological  peculiarities,  somewhat  as  follows :  We  may  conceive  of 
the  cell  as  consisting  of  a  central  group  of  very  complex  molecular  combinations  which 
maintains  the  characteristics  and  special  capacities  of  the  cell  as  an  organism  imder  all 


Flo.  112. — Diagram  Illustrating  the  Action  of  Receptors  in  the  Nutrition 

OF  THE  Cell. 

Af  Portion  of  cell  body;  a,  food  molecule;  6,  c,  d,  receptors. 

the  vicissitudes  of  its  existence.  Associated  with  this  central  organic  group  are  many 
and  varied  subsidiary  atom-complexes  which  by  means  of  their  unsatisfied  affinities 
bring  the  central  group  into  relationship  with  food  material  through  those  chemical 
combinations  which  in  living  protoplasm  characterize  assimilation. 

These  unsatisfied  affinities  by  which  assimilable  material  is  fixed  or  united  to  the 
cell  have  been  called  "  side  chains,"  a  term  adopted  from  the  chemist.  Not  to  press  too 
closely,  however,  the  analogy  between  the  chemical  processes  in  lifeless  substances  and 
assimilation  in  living  matter,  these  affinities  or  ''side  chains"  of  protoplasm  are  now 
commonly  called  receptors. 

If  we  seek  to  illustrate  Ehrlich 's  conception  we  shall  be  obliged  to  use  graphic 
figures  of  extreme  crudity.  If  the  arc  of  a  circle  in  Fig.  112  represents  a  portion  of  the 
periphery  of  a  cell,  we  may  indicate  the  side  chains  or  afiinities  or  receptors  by  projec- 
tions whose  special  shape  shall  indicate  their  special  capacity  to  combine  with  any 
substance  coming  in  contact  with  them  under  favorable  conditions.     Suppose  in  this 
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figure  we  let  a  represent  a  nutrient  molecule  which  is  capable  of  combining  with  the 
receptor  6,  belonging  to  the  cell  A.  Through  its  union  with  &,  and  only  through  this, 
is  it  capable  of  entering  into  the  metabolism  of  the  cell.  This  molecule  a  cannot  unite 
i^ith  the  receptor  c  or  c/,  but  only  with  such  receptors — to  use  the  crude  expression 
which  our  illustration  requires — as  it  fits.  Through  the  re- 
ceptors c  and  d  other  forms  of  food  molecules  may  enter 
into  the  metabolism  of  the  cell. 

Thus  it  is  in  Ehrlich's  conception,  which  after  all  is 
only  a  graphic  way  of  illustrating  the  preliminar}'  phases  of 
assimilation  by  living  protoplasm,  that  the  cell  is  capable  of 
selecting,  or  **  fixing/'  out  of  the  host  of  various  substances 
with  which  it  comes  in  contact,  just  those  and  only  those 
to  which  its  receptors  bear  a  definite  chemical  relationship. 
The  same  thing  is  true  of  toxic  as  of  nutrient  sul>- 

stances.     In  order  to  be  toxic  to  the  cell  they  must  enter  y^^      ^-^  Diagram 

into  chemical  combination  with  a  suitable  receptor  of  the  Illustrating  Sipposed 
cell.  Then  only  can  they  lead  to  the  forms  of  damage  which  Character  of  the  Toxin 
we  are  here  considering.*  Molecule. 

As  the  result  of  many  studies  on  the  nature  and  effects      A,    Toxophorous   group; 
of  toxins,  Ehrlicli  is  led  to  believe  that  the  toxin  molecule        b,  haptophorous  group, 
consists  of  two  forms  of  affinities:  one  through  whicli  the 

chemical  union  with  the  cell  is  effected — called  the  haptophorous  group;  and  the 
other — called  the  toxophorous  group — by  which  the  damage  to  the  cell  is  brought  about 
when  once  the  toxin  molecule  is  anchored  to  it. 

This  conception  may  be  illustrated  as  in  Fig.  1 13,  in  which  the  toxophorous  group  a 
of  the  toxin  molecule  can  be  efTecti\'e  in  damaging  the  cell  only  when  united  to  the  latter 
by  the  haptophorous  group  &.- 

Having  now  conceived  of  the  living  cell  as  consisting  of  a  central  essential  com- 
plex molecular  group,  brought  into  relationship  with  its  food  materials  by  means  of  a 
great  number  of  the  most  varied  receptors,  through  which,  under  nonnal  conditions, 
assimilation  is  secured,  let  us  see  what  may  happen  if  toxins  come  in  contact  with  living 
cells  which  are  furnished  with  receptors  capable  of  uniting  with  them. 

The  union  of  the  toxin  molecule  with  the  living  cell  lx?ing  effected,  the  cell  is  more 
or  less  damaged.  If  the  damage  be  sufficient,  the  cell  dies.  But  suppost^  the  damage 
to  be  but  slight,  as  may  be  the  case  in  artificial  immunization  or  in  early  stages  of  an 
inflection.  The  cell  is  at  least  deprived  of  the  useful  offices  of  the  receptor  to  which 
the  toxin  molecule  is  now  united.  This  is  in  itself  a  loss  to  the  cell,  and  through  the 
regenerative  impulses  common  to  all  living  cells  it  proceeds  to  regenerate  the  lost  parts, 
which  in  this  case  are  the  receptors.  But  as  more  receptors  are  throA^-n  out  of  function 
by  the  continued  action  of  the  toxin,  the  necessity  for  comp<'nsation  continues. 

Now  it  is  a  fact  long  known  to  pathologists,  and  esp<?cially  emphasized  by  Weigert, 
that  the  regenerative  impulse  is  apt  to  be  in  excess  of  the  obvious  n'quin^nicnts  and 
leads  to  overproduction  of  new  cells,  tissues,  chemical  substanws,  etc.  This  is  what 
now  happens  to  the  cells,  some  of  whose  receptors  have  been  renden»d  useless  by  com- 
bination with  the  toxin.  New  receptors  arc  formed,  more  than  the  cell  requires;  so 
numerous  may  these  become  that  many  are  at  last  cast  ofT  into  the  blood.  Here  is  the 
point  at  last.  These  receptors  or  substances,  nonnal  and  useful  to  the  body,  but  now  formed 
in  ezcess  through  over-compensaiion^  and  set  free  from  the  cells  into  the  body  fluidsy  are  the 
antitoxin. 

^  It  is  e%'ident  from  what  has  been  said,  about  the  conditions  under  which  substances 
can  be  toxic,  that  the  natural  immunity  of  one  animal  to  a  given  agent  which  is  toxic  in 
another  may  be  simply  due  to  the  fa.'t  that  the  celLs  of  the  former  liave  no  receptors  with 
which  this  agent  can  unite,  or,  if  this  union  docs  take  place.thut  the  cell  is  not  thereby  damaged. 
This  consideration  has  an  important  bearing  upon  our  conception  of  natural  immunit}'. 

^  Ehrlich  was  led  to  this  belief  in  the  complex  nature  of  the  toxin  molecule  through 
the  curious  fact  that  diphtheria  toxin  may  umler  a  variety  of  conditions  lose  its  toxicity, 
but  still  retain  its  capacity  of  neutralizing  antitoxin  and  also  of  uniting  with  cells,  and  thus 
inducing  the  formation  of  antitoxin  in  the  animal  body.  Such  toxin  molecules  deprived 
of  the  toxophorous  group  are  callc*d  toxoids. 
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For,  set  free  in  the  body  fluids,  these  Buporfluoua  reeoptors  still  n^taiu  their  com- 
bining power  for  the  free  toxin  molecules,  which,  also,  are  in  solution  in  the  body  flukU, 
&iid  unite  with  them.  This  union  having  been  effected,  the  toxin  molecidea  are  no 
lon^r  a  meiuicc  to  the  coll,  because  the  aDiDitiee  am  now  satisfied  through  which  they 
joined  the  receptors  while  these  uere  atiU  a  part  of  the  cell,  and  in  this  way  became 
hannful.  This  now  inert  combination  of  toxin  molecules  and  detached  receptors  ts 
physiologically  indifferent  atutf,  and  may  be  removed  from  the  body  by  the  usual  ptoc- 

But  the  antitoxin  which  has  not  united  with  toxin  in  the  body  of  the  Bnim&l 
which  produced  it  is  still  available  on  the  transfeirence  of  the  serum  to  another  in- 


FlO.    114. DtAQBAM   IU,nSTSATlNa   THE   FOBUATION  AND  ACTION  Of  AKTITOZIM  IN  ACCOm- 

ANCE   WITH    EhHLICH'S    "8ide-ChA1n"    HvfOTHESIB. 

A,  Portion  of  cell  body ;  6,  recepton)  combined  nith  cell  protoplaani;  e,  receptors  separated 
from  cell;   a,  toxin  moleculea;   y,  free  receptors — antitoxia. 

dividual  whose  blood  contaioB  diphtheria  toxin,  and  who  may  thus  secure  passive 
immunity. 

If  we  have  recourse  agab  to  the  graphic  method,  the  hypcrproduction  of  recep- 
tors by  the  damaged  c«l),  their  sepamtion,  and  their  action  as  an'Jtoxin,  may  be  indi- 
cated, aa  in  Fig.  114.  I^t  A  represent  a  portion  of  a  cell  body.  The  toxic  molecule 
o,  uniting  with  the  receptors  6,  lead  through  the  injury  to  the  cell,  as  well  as  by  its 
deprivation  ot  the  normal  use  of  b,  to  the  production  and  at  length  to  the  overproduc- 
tion of  new  receptors  of  the  same  kind.  These  superfluous  receptors  c  are  now  set  free 
into  the  body  fluids,*  where,  as  at  i,  they  may  freely  unite  with  the  toxin  molecules, 
forming  harmless  compounds  and  preventing  further  access  of  the  toxin  to  the  cell. 


It  off  in 


I  the  body  fluids  under  the  moat  divene 
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where  alone  the  damage  can  be  done.     C)r,  when  free,  as  at  y,  the  receptors  may  be 
transferred  in  the  serum,  becoming  effective  as  antitoxin  in  another  individual. 

It  is  well  to  note  that  so  long  as  the  receptor  maintains  its  connection  with  the  cell 
it  is  not  antitoxin,  but  an  element  of  vulnerability  to  the  cell.  It  is  only  when  the 
receptor  has  been  set  free  from  the  cell  that  it  is  antitoxin. 

The  antitoxic  6ul>stance  which  neutralizes  the  action  of  the  toxin  molecule  of  diph- 
theria is  not  effective  for  the  poison  of  tetanus,  for  example,  simply  because  it  does  not 
<*ombine  with  the  molecule  of  tetanus  toxin.  It  is  specific  for  diphtheria,  because  it 
was  the  diphtheria  toxin  which  excited  its  over])roduction  through  a  chemical  union 
identical  in  character,  whether  this  union  takes  place  while  the  receptor  is  a  part  of  the 
cell,  in  which  case  the  toxin  l>ecomes  liarmful.  or  when  the  receptor  is  detached  from 
the  cell,  in  which  case  the  combination  is  harmless. 

In  the  light  of  this  h^^iothesis  the  specific  character  of  the  antitoxic  substances 
appears  to  l)e  but  the  result  of  adaptation  to  unusual  conditions  of  cell  capacities  evolved 
and  fostered  for  the  ever>'-day  maintenance  of  life.  The  specific  relationship  between 
the  toxin  and  the  antitoxin  is  not  developed  during  immunization,  but  existed  before- 
hand as  a  necessary  condition  of  toxic  action. 

This  hypothesis  not  only  accounts  for  the  formation,  protective  action,  and  speci- 
ficity of  antitoxin,  but  reveals,  also,  a  special  significance  in  the  incubation  period,  dur- 
ing which  the  conse^^•ative  forces  are  mustering.  Wc  can  n>alize,  furthermore,  in  the 
lig^t  of  this  hypothesis,  how  it  is  that  the  protection  secured  in  active  immunization  is 
less  immediate  and  also  why  it  is  more  pmlongc^d  than  in  the  jiassive,  since  in  the  latter 
the  available  antitoxin  is  limited  to  the  dosage  and  is  not  rt»plonishcd  as  in  active  im- 
munity by  the  continued  cell  activities  of  the  affected  individual  hims(>lf. 

The  conception  of  Ehrlich  as  to  the  nature  of  antitoxin  is  that  of  the  chemist,  and 
carries  over  to  the  performances  of  protoplasm  the  pn'sumptions  upon  which  chemical 
reactions  in  general  are  conceived  and  formulated.  But  this  is  not  an  eas\'  matter,  since 
our  knowledge  of  the  ultimate  pha.ses  of  protoplasmic  metabolism  is  v(?r}'  incomplete. 
The  physiological  chemist  presents  to  us  as  his  final  achievement  in  analysis  an  ex- 
tremely elaborate  complex  which  he  calls  the  proteid  molecule.  This  he  does  not  yet 
venture  to  formulate.  Thus  it  is  that  when  we  attempt  to  illustrate  in  graphic  fashion 
our  conception  of  the  performances  of  proteid  molecules,  either  in  normal  metabolism 
or  in  poisoning,  we  are  forced  to  use  the  crudest  of  symbols.  The  use  of  such  symbols 
is  not  without  hazard,  for  these  toxins  and  these  n^crptors  are  in  truth  not  histological 
structures,  but  molecular  groups;  they  an»  not  alone  upon  the  surfaces,  but  through 
sdl  the  mass,  of  the  protoplasm.  They  do  not  "break"  off  fn)m  the  cell,  but  are  set  free 
as  are  other  chemical  substances  which  n*.«ult  fnnn  molecular  transformations.  Thus 
if  one  cannot  at  last  translate  these  uncouth  symbols  into  the  nice  conceptions  of  the 
chemist,  they  will  prove  but  stumbling-blocks. 

There  has  l)een  much  discussion  of  Ehrlich 's  hypothesis,  and  it  has  withstood  many 
assaults,  mostly  inspired  by  misconceptions  of  the  fundamental  claims.  The  scojie  of 
this  lxx)k  does  not  permit  us  to  consider  the  many  and  ingenious  experiments  by  which 
this  >*iew  of  antitoxic  immunity  has  lx?en  sustained,  nor  is  it  practicable  now  to  call 
attention  to  many  of  the  phenomena  not  yet  accounted  for  or  seemingly  inconsistent 
with  the  interpretations  here  set  forth. 

It  is  a  working  hypothesis  which  no  doubt  indicates  but  crudely  the  nature  of  the 
subtle  processes  concerned,  as  must  indeed  l)e  the  case  while  our  knowledge  of  the 
pluLses  of  energy  which  sway  and  determine  life  are  still  very  meagre ;  l.)ut  it  has  aln*ady 
inspired  much  fruitful  research  which  is  an  important  feature  of  working  hyiwtheses 
in  whatever  field,  and  whatever  their  ultimate  fate. 

Bactericidal  or  Antibacterial  Immunity  (Bacteriolytic  Im- 
munity). 

An  extended  series  of  studies  on  artificial  immunization  has  shown, 
as  we  have  seen,  that  in  relatively  few  instances,  notably  in  diphtheria 
and  tetanus,  is  the  protection  secured  by  the  formation  of  antitoxic  sub- 
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stances.  Nevertheless,  when  in  some  of  the  ways  detailed  above  (page 
160)  an  animal  has  been  gradually  adapted  to  cultures  of  pathogenic 
bacteria  either  living  or  dead,  or  to  their  products,  it  has  been  found 
that  the  body  fluids  contain  protective  substances.  The  protective 
action  in  these  instances  in  some  cases  has  been  shown  to  be  associated 
with  the  induction  of  morphological  changes  in  bacteria  which  indicate 
their  damage  or  destruction — bacteriolysis.  Active  immunization  in 
man  with  the  dead  bodies  of  their  respective  bacteria  has  been  widely 
practised  in  typhoid  fever,  Asiatic  cholera,  and  plague,  with  apparently 
favorable  results,  while  the  use  of  the  serum  of  immunized  animals,  in 
these  and  certain  other  diseases,  has  not  been  thus  far  very  encouraging  in 
conferring  passive  immunity. 

While,  therefore,  the  data  at  hand,  in  those  artificial  immunizations 
which  are  not  antitoxic,  point  to  the  germicidal  and  bacteriolytic  action 
of  substances  developed  in  the  body  as  the  important,  if  not  the  domi- 
nant, protective  factors,  there  maybe  many  other  processes  contributing 
to  the  same  end,  which  are  as  yet  not  clearly  defined.  Thus,  there  may 
be  increased  phagocytosis;  vulnerable  body  cells  may  become  less  suscep- 
tible, the  growth  of  bacteria  may  be  inhibited  though  they  be  not  de- 
stroyed, etc.     But  these  possibilities  cannot  be  discussed  here. 

Furthermore,  it  should  not  1^  forgotten  that  the  antitoxic  action  of 
protective  sera  may  often  be  associated  wdth  those  agents  which  directly 
damage  the  infecting  organism. 

As  regards  the  destruction  of  bacteria  in  the  body,  we  have  seen  that 
this  may  take  place  directly  through  the  action  of  phagocytes  or  by  the 
action  of  the  body  fluids.  But  the  details  and  exact  nature  of  this  de- 
structive process  have  been  extremely  difficult  of  study,  owing  to  their 
complexity  and  the  minuteness  of  the  micro-organisms.  Quite  recently, 
however,  a  series  of  remarkable  studies  in  a  related  field  have  led  to  a 
clearer  conception  of  the  ways  in  which  bacteria  and  many  other  alien 
organic  substances  are  destroyed  in  the  body,  under  ordinary  circum- 
stances as  well  as  under  the  special  conditions  which  infection  involves. 

Several  years  ago,  Pfeiffer  showed  that  the  blood  serum  of  a  guinea- 
pig,  artificially  immunized  against  the  cholera  vibrio,  was  capable,  under 
certain  conditions,  of  not  only  immobilizing  and  killing  cholera  germs  in 
a  short  time,  but  also  of  causing  their  disintegration  and  destruction. 
This  significant  capacity  of  immune  serum  was,  after  a  long  series  of 
experiments,  finally  found  to  be  due  to  two  distinct  substances.  One 
of  these  appears  to  be  formed  in  the  body,  as  the  result  of  the  gradual 
adaptation  of  the  animal  to  the  cholera  microbe,  and  was  called  the  im- 
mune  svhstance.  The  other  seemed  to  be  normally  present  in  the  serum 
of  the  warm-blooded  animals,  and  to  be  identical  wnth  the  substance 
which  had  long  been  regarded  as  in  itself  germicidal,  and  which  had 
been  called  by  Buchner  alexin.  It  was  presently  found  that  lysis  of  the 
cholera  microbe  occurred  only  when  these  two  substances  act  together, 
neither  of  them  when  separate  having  lytic  power.  If  the  two  substances, 
the  immune  substance  and  the  alexin,  lytic  when  together,  are  heated  to 
56^  C,  the  lytic  capacity  is  lost.     But  if  a  small  amount  of  fresh  blood 
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serum  containing  alexin  be  now  added,  the  lytic  power  is  at  once  re- 
stored. These  curious  facts,  set  forth  in  part  by  Pfeiffer  and  further 
developed  by  Bordet  and  MetchnikofF,  obviously  have  an  important 
bearing  upon  our  conception  of  the  processes  by  which  those  phases  of 
immunity  are  secured  in  which  the  destruction  of  micro-organisms  plays 
an  important  part. 

But  the  study  of  the  effects  of  lytic  sera  upon  bacteria  is  one  of  great 
technical  difficulty,  so  that  it  is  only  since  an  important  series  of  obser- 
vations were  made  upon  the  lytic  action  of  the  body  fluids  on  other  and 
more  easily  studied  forms  of  cells,  that  our  conception  of  the  nature  of 
bacteriolvsis  has  become  at  all  clear. 

It  is  therefore  necessary  for  us  to  look  briefly  at  a  new  line  of  research 
bearing  upon  bacteriolytic  immunity  which  has  already  led  to  most 
significant  results  and  opened  biological  fields  of  great  scope  and  com- 
plexity. 

CYTOLYTIC   ST7BSTANCES— CYTOLYSIS. 

Hflemolysins — Hsemotoxins. — It  has  been  known  for  some  time  that 
the  blood  serum  of  one  animal  species,  when  injected  into  the  vessels  of 
another,  may  do  serious  damage  and  even  kill  the  latter  througli  a  rapid 
separation  of  the  ha?moglobin  from  the  red  blood  corpuscles.  This 
dangerous  effect  brought  to  a  speedy  end  attempt.?  which  were  at  one 
time  made  to  sustain  the  ebbing  forces  of  life  ]>v  the  transfusion  of 
alien  blood.  But  the  significance  of  this  so-called  "  hiking  "  of  the 
blood  by  mixture  with  alien  sera  was  overlooked. 

Bordet,  however,  was  recently  led  to  inquire  whether  if  the  animal 
body  be  capable  of  adapting  itself  to  toxic  substances  and  to  bacteria  in 
such  a  way  as  to  neutralize  the  effects  of  toxins  and  to  destroy  bacteria 
as  had  been  shown  by  earlier  experiments,  it  may  not  respond  similarly 
to  the  introduction  of  other  foreign  substances  such  as  alien  red  blood 
cells,  for  example. 

The  blood  serum  of  the  guinea-pig  is  not  normally  lytic  for  the  red 
blood  cells  of  the  rabbit;  that  is,  it  does  not  cau.se  the  separation  of  the 
hsemoglobin  from  the  stromata,  with  a  partial  destruction  of  the  latter.* 
Now  Bordet  injected  a  few  cubic  centimetres  of  the  whipped  blood  of 
the  rabbit,  containing  the  serum  and  red  blood  cells,  into  the  subcutane- 
ous tissue  or  peritoneal  cavity  of  normal  guinea-pigs.  This  operation, 
which  does  not  markedly  interfere  with  the  well-being  of  guinea-pigs, 
was  repeated  five  or  six  times  with  intervals  of  a  few  days.  When  now 
blood  was  drawn  from  the  treated  pig,  allowed  to  clot,  and  the  clear 
serum  secured,  it  was  found  to  have  become  markedlv  Ivtic  for  rabbit 
corpuscles.  A  verj^  small  proportion,  mixed  with  rabbit's  blood  diluted 
with  physiological  salt  solution,  in  a  short  time  brought  the  haemoglobin 
into  a  clear  rubv  solution  in  which  the  stromata  or  "  ghosts  "  of  the  cor- 

*  While  tho  serum  of  the  guinea-pig  is  not  nonnally  lytir  for  the  curpusrlrs  of  the  rabbit. 
the  Jwnim  of  the  rabbit  is  lytic  for  the  ror])ascU's  of  the  piiinea-pip.  Siniihirly.  norninl 
rabbit  senim  is  not  lytic  for  the  beef  corpuscles,  but  beef  sennn  is  lytic  for  the  corpuscles 
of  rabbits  and  guinea-pigs. 
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puscles  floated  as  a  pale  and  scarcely  visible  cloud.  This  process  is  called 
hcemolysis;  serum  possessing  this  capacity  is  called  hcemolytic  or  hcerno- 
toxic  serum. 

This  adaptation  of  one  animal  to  the  red  blood  cells  of  another  species 
may  be  accomplished  without  difficulty  with  a  ^reat  variety  of  animals. 

But  a  most  remarkable  thing  about  this  newly  acquired  lytic  capacity 
of  the  serum  is  that  it  is  limited  to  the  red  corpuscles  of  the  species  of 
animal  whose  ])l()od  was  used  for  the  injection — in  Bordet's  experiment 
to  the  corpuscles  of  the  rabbit.  Red  blood  cells  of  the  dog,  cat,  sheep, 
bo  vines,  fowl,  etc.,  are  no  more  affected  by  this  serum  of  a  guinea-pig 
which  has  been  adapted  to  the  blood  of  the  rabbit  than  they  were  before. 
In  other  words,  the  adaptation  to  foreign  corpuscles  is  specific. 

The  statement  that  this  adaptation  to  alien  blood  is  specific — that  is 
to  say,  that  the  serum  becomes  active  only  for  the  corpuscles  of  the  spe- 
cies injected — should  be  so  qualified  as  to  recognize  the  curious  fact  that 
a  slight  degree  of  lysis  may  often  be  induced  in  corpuscles  of  species  of 
animals  very  closely  related  to  those  from  which  the  injected  blood  is 
derived.  For  example,  if  a  rabbit  be  adapted  to  human  blood  by  intra- 
peritoneal injections,  the  serum  of  this  rabbit,  now  strongly  lytic  for  the 
corpuscles  of  man,  may  be  slightly  lytic  for  the  corpuscles  of  monkeys. 
Similarly,  serum  artificially  lytic  for  the  red  cells  of  goats  may  be  slightly 
lytic  for  those  of  sheep,  but  not  for  the  corpuscles  of  cats,  dogs,  man, 
etc.     See  for  Technique  of  haemolysis  tests,  p.  189. 

This  form  of  test,  delicate  beyond  anything  hitherto  known  in  physi- 
ological chemistry,  may  thus  prove  of  value  in  defining  the  relationships 
and  limitations  of  animal  species.^ 

This  preliminary  observation  of  Bordet  was  followed  by  a  series  of 
studies  upon  artificial  hicmolysis,  the  results  of  which  w-e  can  only  briefly 
summarize.  In  the  first  place,  to  what  is  this  remarkable  acquired  lytic 
capacity  of  the  scrum  due  ?  Bordet  heated  for  half  an  hour  to  56*^  C. 
some  of  the  lytic  serum  secured  by  adapting  the  guinea-pig  through  sub- 
cutaneous injections  to  the  red  blood  cells  of  the  rabbit.  He  found  that 
it  had  completely  lost  its  new  lytic  power.  But  when  he  now  added  to 
this  inert  serum  a  little  fresh  blood  serum  from  a  normal  guinea-pig, 
which  is  not  in  itself  lytic  (see  p.  109),  the  original  dissolving  power 
of  the  heated  serum  for  rabbit  corpuscles  was  at  once  restored.  The  in- 
ference from  this  experiment  is  obvious.  The  dissolving  capacity  of  this 
artificially  lytic  serum  is  due  to  two  distinct  substances.  One  of  these, 
that  one  which  results  from  the  adaptation  of  the  animal  to  the  alien 
blood,  is  stable  at  56°  C;  the  other,  which  is  present  in  normal  serum,  is 
rendered  inert  at  56°  C;  that  is,  it  is  very  labile.  These  two  substances 
were  named  early  and  have  been  often  renamed.  For  the  present  we 
may  speak  of  the  stable  substance  resulting  from  the  adaptation  to  the 
alien  blood  as  the  imviune  substance  or  immune  hodyy  and  of  the  other, 
more  sensitive  to  heat  and  present  in  normal  serum,  as  alexin^  a  name 
which  was  long  ago  applied  by  Buchner  to  a  substance  or  substances  in 

^  For  further  data  on  this  subject  see  NuUallf  "Blood  Immunity  and  Relationship^'* 
1904. 
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normal  serum,  to  which  its  germicidal  capacity,  first  clearly  demonstrated 
by  Nuttall,  was  attributed. 

There  now  followed  a  series  of  important  studies  by  Ehrlich  and  his 
associates  which  throw  still  further  light  upon  these  curious  lytic  agents. 

We  have  seen  that  in  order  to  secure  the  immune  substance  free  from 
the  alexin  one  has  only  to  heat  the  lytic  serum  to  56°  C,  for  half  an  hour, 
when  the  alexin  is  destroyed.  If  one  wishes  to  secure  the  alexin  apart 
from  the  immune  substance  he  makes  use  of  a  very  curious  property  of 
the  latter;  namely,  its  capacity  of  uniting  with  the  cellular  element 
under  whose  influence  it  was  elaborated.  For  example,  if  one  places  a 
small  portion  of  the  serum  of  a  rabbit  which  has  been  adapted  to  beef 
blood  in  contact  with  beef  corpuscles  at  a  low  temperature  ^  for  a  few 
hours,  he  will  find  that  the  immune  substance  has  formed  so  stable  a 
combination  with  the  corpuscles  that  on  their  separation  from  the  fluid 
by  centrifugation,  none  of  the  immune  substance,  but  all  of  the  alexin, 
will  l)e  left  in  the  fluid. 

That  the  corpuscles  under  these  conditions  actually  contain  the  im- 
mune substance  is  readily  shown  by  adding  to  them  a  little  normal  serum 
— containing  alexin,  but  no  immune  substance — whereupon  the  lysis  will 
at  once  take  place,  as  shown  by  the  red  color  of  the  fluid.  This  union  of 
the  immune  substance  with  corpuscles,  called  **  fixation  "  of  the  immune 
substance,  is  specific,  occurring  only  with  the  corpuscles  of  the  animal 
species  used  in  the  adaptation. 

Many  other  points  of  extreme  interest  and  significance  have  been  re- 
vealed in  these  studies  on  artificial  haemolysis  which  the  scope  of  this 
book  does  not  permit  us  to  touch  upon. 

The  question  of  a  multiplicity  of  immune  substances  and  of  alexins 
has  been  brought  forward,  and  it  seems  probable,  especially  from  the 
researches  of  Ehrlich,  that  in  adaptation  of  each  animal  species  to  a 
single  form  of  cell  several  immune  l)odies  may  be  developed.  It  is  not 
unlikely,  furthermore,  that  more  than  one  alexin  may  Ik?  normally  pres- 
ent in  the  blood  serum  of  each  animal  species,  and  that  a  single  immune 
body  may  be  capable  of  uniting  with  several  forms  of  alexin. 

It  has  been  found  that  the  hajmolytic  capacity  of  the  normal  blood 
serum,  which  in  many  animals,  as  we  have  seen,  is  very  marked  for  the 
corpuscles  of  alien  blood,  is  also  due  to  two  substances  which  in  char- 
acter and  action  arc  similar  to  oiiose  which  have  been  so  carefully  studied 
in  the  lytic  sera  of  artificially  adapted  animals. 

It  is  evident  that  this  artificial  haemolysis,  secured  by  the  adaptation 
of  one  species  of  animal  to  the  red  blood  cells  of  another,  is  quite  analo- 
gous to  the  process  by  which  immunity  is  secured  against  pathogenic 
bacteria — cholera,  for  example — and  which  is  called  bacteriolysis.  Both 
are  specific  examples  of  the  general  process  called  cytolysis,  meaning  cell 
destruction.  But  this  reaction  of  ha^molvsis  is  not  onlv  one  of  extraor- 
dinary  delicacy,  but  is  easily  observed  under  conditions  quito  within 
our  control,  and  permitting  such  elaborations  and  variations  as  involve 

*  It  w  necemarj'  to  reduce  the  temperature  in  this  exi)criuierit  in  order  to  inhibit  th<' 
action  of  the  lytic  agencies. 
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great  technical  difficulties  when  we  are  directly  engaged  with  the  phe- 
nomena of  bacteriolysis. 

Thus  these  studies  of  hspmolysis  have  a  practical  significance  in  their 
bearing  upon  our  conceptions  of  bacteriolytic  immunity  quite  apart  from 
the  interesting  general  biological  field  into  which  they  have  led  the  way.^ 

Special  Cytolysins — Cytotozins. — The  development  of  cytolytic  ca- 
pacities in  the  blood  serum  of  the  living  animal  as  the  result  of  adaptation 
to  bacteria  and  to  alien  red  blood  cells  being  known,  it  was  natural  to 
extend  the  method  to  other  cells.  Thus  it  has  been  claimed  that  in  the 
adaptation  of  one  animal  to  the  spermatozoa  of  another  species  by 
intraperitoneal  injections,  a  serum  is  obtained  which  quickly  brings  to 
an  end  the  movements  of  fresh  spermatozoa  of  the  species  used — 
spermolytic  serum. 

Similarly,  specific  leucolytic  sera  have  been  described  as  procured  by 
intraperitoneal  injections  of  emulsions  of  lymph  nodes,  spleen,  and  bone- 
marrow.  Such  leucolytic  sera  may  not  only  destroy  the  leucocytes 
outside  of  the  bodv,  but  thev  are  extremelv  toxic  when  introduced  into 
the  living  species  from  which  the  tissues  originated.  The  eflfects  of  these 
leucolytic — leucotoxic — sera  in  the  body  are  most  pronounced  in  the 
blood-forming  organs.  Here,  as  the  studies  of  Flexner'  show,  a  very 
significant  impulse  to  new  cell  formation  may  be  associated  with  the 
action  of  the  leucotoxic  sera. 

Emulsions  of  kidney  cells  of  one  species  injected  into  the  peritoneum 
of  another  have  led  to  the  development  of  nephrolytic  serum;  that  is, 
serum  which  on  injection  into  the  body  of  an  animal  of  the  same  species 
as  that  furnishing  the  kiditey  cells  induces  noteworthy  degenerative 
changes  in  the  kidney.  Thus,  also,  hepatolytic,  pancreolytWj  thyreolytiCy 
neurolytic y  and  other  analogous  cytolytic  substances  have  been  described. 
But  the  earlier  view  of  the  specificity  of  toxic  (lytic)  substances  de- 
veloped by  the  injection  of  various  body  cells — somatogenic  cytotoxins 
— has  been  materially  modified  by  later  studies.  Thus  it  has  been  found 
that  in  many  of  the  earlier  experiments  red  blood  cells  were  injected 
with  the  special  cells  of  liver,  kidney,  etc.,  and  the  hspmagglutinative 
sera  induced  thrombi  which  led  to  local  necroses  confusing  the  results. 
Furthermore,  it  has  been  found  by  Pearce  and  others  that  even  blood- 
free  organ  cells  are  capable  of  inducing  ha>motoxins  as  well  as  the  spe- 
cific toxins.  It  appears,  therefore,  that  specificity  is  not  so  much  a  mat- 
ter of  cell  morphology  as  of  molecular  structure;  that  is,  of  receptors. 

Thus  Pearce  found  that  the  sera  secured  by  the  injection  of  washed 
liver,  kidney^  pancreas,  and  adrenal  cells,  all  agglutinate  and  hsemo- 
lyze  red  blood  cells;  that  some  of  them  have  no  effect  upon  organs  for 
which  they  were  formerly  believed  to  have  a  specific  affinity;  and, 
finally,  that  only  the  so-called  nephrotoxin  has  a  distinctly  injurious 
effect  upon  the  organ  by  the  injection  of  which  the  alleged  specific 

^  For  technique  of  hipmolysis  experiments  and  the  adapta^tion  of  animalB  to  alien  sub- 
stances see  pp.  189  and  190. 

'Flrxner,  Univ.  of  Penn.  Med.  Bull.,  vol.  xv.,  19(12,  p.  287;  also  BurUing,  ibid.,  vol.  xvi., 
1903,  p.  200. 
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serum  was  derived.  Pancreas  and  adrenal  serum,  Pearce  found  to  be 
devoid  of  special  action  in  these  organs,  while  the  lesions  of  hepatotoxin 
are  doubtful  and  may  be  produced  by  other  sera.^ 

So  far  as  they  have  been  studied,  the  nature  of  the  active  agents  in 
these  various  cytolytic  sera  and  their  mode  of  action  are  analogous  with 
those  in  haemolytic  sera.  Here,  as  there,  the  action  is  due  to  two  groups 
of  substances:  one,  the  **  immune  bodv,''  stable  and  increased  bv  the 
adaptive  process;  the  other,  the  alexin,  occurring  normally  in  the  body, 
not  increased  in  adaptation,  and  readily  destroyed  or  rendered  inactive 
by  heat. 

All  of  these  last-mentioned  forms  of  cytolytic  sera  require  more  ex- 
tended study  before  far-reaching  conclusions  should  be  drawn  from  them. 
But  it  is  now  evident  that  the  different  functional  types  of  cells  in  one 
animal  are  capable  in  the  adaptation  to  the  economy  of  another  of  incit- 
ing more  or  less  definitely  specific  responses,  as  shown  by  the  various 
types  of  cytolytic  sera  which  are  formed. 

When  one  musters  all  the  possible  combinations  in  this  form  of  adap- 
tation and  considers  the  probability  that  multiple  immune  bodies  may 
develop  in  each  instance,  and  that  these  furthermore  may  correspond  to 
multiple  alexins,  the  complexity  of  artificial  cytolysis  becomes  evident. 

Anticytolysins. — But  now  still  another  phase  of  this  subject  demands 
a  word.  These  cytolytic  or,  as  some  prefer  to  call  them,  cytotoxic  sera, 
when  introduced  into  the  living  bodies  of  the  species  from  which  the  cells 
inciting  their  formation  are  derived,  act  as  toxins  to  which  the  organism 
responds,  each  after  its  kind,  by  the  development  of  antitoxic  substances. 
These  are  called  anticytolysins  or  anticytotoxins. 

Let  us  look  at  an  illustration  of  this  interesting  point.  The  blood 
serum  of  the  normal  guinea-pig  has,  as  we  have  seen,  no  lytic  action  on 
the  red  blood  cells  of  the  rabbit,  but  after  the  adaptation  of  the  guinea- 
pig  to  the  blood  of  the  rabbit  by  repeated  intraperitoneal  injections,  the 
guinea-pig  serum  is  strongly  lytic  for  the  rabbit  corpuscles  in  test  tubes 
outside  the  body.  But  this  lytic  serum  is  not  less  toxic  when  introduced 
into  the  body  of  the  rabbit.  Under  these  conditions  the  rabbit  produces 
an  antitoxin,  an  antiha?molytic  substance,  which  is  in  solution  in  his 
serum.  If  a  little  of  this  antihsemolvtic  serum  l)e  mixed  with  some  of 
the  lytic  serum  from  the  adapted  guinea-pig,  it  will  l)e  found,  on  the 
addition  of  rabbit  corpuscles,  that  the  lytic  serum  has  lost  its  power,  just 
as  diphtheria  toxin  loses  its  harmful  properties  on  mixture  with  diph- 
theria antitoxin.  Thus  may  be  formed  a  great  variety  of  specific  "  anti- 
bodies '* — anticytolysins — from  sera  v  hich  are  normally  lytic  or  have 
become  so  through  experimental  adaptations. 

Isolysins  and  Autolysins. — In  view  of  the  remarkable  results  of  the 
adaptation  of  the  body  to  alien  cells  from  clifferent  animal  species  which 
we  have  reviewed,  it  was  natural  to  ask  how  an  animal  would  respond  to 
the  introduction  into  the  recesses  of  his  body  of  cells— red  blood  corpus- 
cles, for  example — from  another  individual  of  the  same  species.     It  was 

1  For  further  details  on  this  uubject  sec  Pearce,  Univ.  of  Penn.  Med.  Bull.,  xvi.,  p.  217. 
1003 ;  and  Jour.  Med.  Res.,  xii.,  p.  1, 1004. 
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found,  in  fact,  that  under  these  circumstances  lytic  substances  are 
sometimes,  though  not  uniformly,  developed.  The  possibility  of  the 
formation  of  isolytic  substances  was  thus  established.  But  if  this  be 
possible,  why,  it  was  asked,  may  not  autolyiic  substances  be  formed  by 
the  adaptation  of  an  animal  to  his  own  cells  experimentally  displaced  ? 
Such  substances  have,  however,  not  been  found  under  the  experimental 
conditions  thus  far  observed.' 

Still  it  is  well  known  (see  p.  98)  that  cells  and  tissues  worn  out 
from  use,  or  dead  as  the  result  of  injury,  inflammatory  exudates,  etc., 
are  constantly  removed  from  the  living  body  by  processes  apparently 
analogous,  if  not  identical  with  those  which  can  be  experimentally 
evoked.  So  that  autolysis  in  some  form  seems  to  be  an  important 
factor  in  the  maintenance  of  the  integrity  of  the  body  (see  p.  105). 
Just  what  the  agencies  are  under  which  normal  living  tissue  cells  are 
protected  from  the  action  of  autocytolytic  substances  is  not  yet  clear. 
But  the  multiplicity  of  known  "  antibodies  "  justifies  the  conjecture 
that  such  substances — anticytolytic — may  be  constantly  formed  and 
act  as  safeguards  to  living  and  useful  cells  (see  p.  186). 

The  Application  of  Ehrlich's  Hypothesis  to  Cytolysis. — If  we  now  turn  to 
the  various  hypotheses  which  have  been  advanced  to  account  for  the  formation  and 
action  of  these  cytolytic  substances,  we  find  that  an  elaboration  of  Ehrlich's  views  as 
applied  to  antitoxin  is  here  a  source  of  great  illumination.  It  is  evident  at  once,  how- 
ever, that  the  matter  is  not  so  simple  as  in  the  case  of  antitoxin,  because  we  have  here 
two  substances  at  work,  the  immune  body  and  the  alexin.  Neither  the  immnnp  bodjr 
nor  the  alexin  alone  induces  cj'tolysis.     They  must  act  together. 

The  phenomena  are,  in  the  main,  accounted  for  if  we  assume  that  it  is  the  alexin 
which,  when  the  necessary  conditions  are  fulfilled,  exerts  the  destructive  action  upon  the 
bacterial  or  animal  cell.  But  the  alexin  cannot  enter  under  ordinary  conditions  into 
direct  chemical  combination  with  the  cell  receptors.  The  union  is  effected  only  by  the 
intervention  of  the  substance  which  is  increased  in  amount  in  the  process  of  adaptation; 
namely,  the  immune  body. 

A  long  series  of  experiments  has  led  to  the  belief  that  the  immune  body  has  two 
free  atom  complexes  which  enable  it  to  form  chemical  unions.  Through  one  of  these 
atom  complexes  it  unites  with  the  cell  or  bacterium  to  be  destroyed;  through  the  other 
it  is  joined  to  the  alexin.  Then,  and  not  until  then,  is  the  alexin  so  linked  to  the  cell 
that  its  toxic  or  destructive  action  upon  the  cell  occurs. 

This  conception  may  be  illustrated,  as  in  the  case  of  antitoxin,  by  crude  figures. 

Here  it  should  be  remembered  we  are  illustrating  not  the  production  of  the  cytoly- 
tic substances,  which  we  shall  speak  of  later,  but  the  action  of  them  upon  the  cells  to 
be  destroyed. 

Let  a — Fig.  115,  A — be  the  cell  which  is  to  be  destroyed  with  one  of  its  receptors 
indicated  at  c?.  Let  6  represent  the  immune  body  with  one  atom  complex  e  capable  of 
uniting  with  the  cell  receptor  d,  and  with  another  (/)  capable  of  uniting  with  the  alexin 
c  through  g.  Now  the  alexin  which  appears  to  be  the  effective  agent  in  the  destruction 
cannot  unite  directly  ^ith  the  cell  receptor.  When,  however,  it  becomes  linked  to  the 
cell  by  means  of  the  immune  body,  6,  its  destructive  capacity  can  come  into  play. 

In  a  similar  way  one  may  indicate  the  action  of  anticytolytic  substances  which  may 
be  effective  through  union  either  with  the  alexin  or  with  the  inunune  body,  as  shown 
in  Fig.  115,  B  and  C.  In  B  the  "antibody"  h  prevents  the  linking  of  the  alexin  r  to  the 
immune  body  h  by  itself  uniting  with  the  former.  It  then  acts  as  an  anti-alexin.  In 
C  the  "antibody"  i  prevents  the  linking  of  the  immune  body  b  to  the  cell  receptor  d, 


^  Some  observations  are  recorded  in  which,  after  profuse  internal  hemorrhage, 
turia  has  developed,  indicating  the  pofisibiUty  of  autoh^molysis  under  special  conditioDa. 
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teta  M  aD  anti-immune  body.     We  shall  see  in  a  moment  why  at  preaent  the 
e  here  spoken  of  ae  anti-alexin  is  usually  called  the  antieomplement. 
The  espeiimental  evidence  that  the  aoticytolytic  substances  may  be  thus  due  to 
the  formation  of  adaptive  aubstances  of  two  classes,  aati-immuoe  substances  and  anti- 
complements,  cannot  be  entered  upon  here. 

In  view  of  the  rationale  of  cytolyHia,  as  just  set  forth,  we  may  consider  the  immune 
aubstJUkoe  to  be  an  intermediaiy  between  the  alexin  and  (he  cell  to  be  destroyed;  or,  on 
the  other  hand,  we  may  consider  the  alexin  as  the  complement  to  the  immune  substance, 
unce  only  through  their  union  is  the  toxic  action  possible. 

In  fact,  following  Ehriicb,  one  sometimes  speaks  of  the  immune  body  as  the  inler- 
y  body,  or  uUermtdiary  »ub»lanet;  but  since  it  is  furnished  with  two  combining 


^  —  5 
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ABC 

Tm.  116. DUOBAM  lU-USTHATIKO  GVTOLVSIS  IN  ACCOHDANCE  WITH  EhRLICH'S  HYPOTHESIS. 

A — o,C«ll;  b,  immiiiie  gubatanee  (ambocgptor):  c,  alexin  (camplcment):  •!,  cell  i^ceptur: 
•,  atom  complex  of  the  omborpptor  capable  of  uniting  with  Jie  rewptor,  d:  f,  atom  complex 
aif  the  amboceptor  capable  of  unitiag  with  the  haptoplioroua  group, ;;,  of  the  cunipltMnent,  c. 

B — a,  Cell ;  b,  immune  substance  (amboceptor) ;  e,  alexin  (complement) ;  d,  cell  receptor; 
h,  antt-aleiun  (anticcanplement). 

C — a,  Cell;  6,  immune  subgtance  (amboceptor);  r,  alexin  (compleoicnt) ;  d,  cell  rece|>- 
tor;  i,  Bnti-imDuiie  substance  (anti-amboceptor). 

■ffinitiea,  it  is  now  usually  called  the  ambocepor.  Furthermore,  since  the  experimental 
■oalysiB  of  the  lytic  process  by  the  new  technique  has  shown  that  the  (germicidal  iind 
deatmctive  action  of  blood  serum,  formerly  supposed  (o  be  due  to  a  single  substuncc 
called  alexin,  is  really  due  to  the  combined  action  of  two  substances,  the  use  of  (he 
word  alexin  for  one  of  them  lb  misleading  and  has  now  been  larjcely  given  dp.  The 
nibstance  present  in  the  serum  of  Ixith  normal  and  adapted  animaU  throufih  which  lysis 
ia  effected  when  it  is  linked  to  the  cell  by  the  amboceptor  is  called  the  mmplrmfnl. 
Other  names  have  been  applied  to  these  hN-pothetical  complexes  or  substanceH  which 
we  cannot  consider  here. 

It  was  natuisl  in  the  early  studies  on  bacteriolysis,  which  wcrp  incidental  to  re- 
annrhea  on  immunity,  that  the  new  substance  which  was  found  in  the  serum  as  the  n'- 
ault  of  the  imm uniting  ptoeess  should  be  called  the  immune  substance  or  immune  body. 
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It  was  natural  also,  although  less  appropriate,  to  apply  the  same  term,  "  immune  sub- 
stances," to  the  analogous  substances  which  appeared  in  the  serum  as  the  result  of  the 
injection  in  the  same  fashion  of  cells  and  other  materials  which  were  not  infectious,  not 
disease-producing,  and  against  which,  therefore,  the  Ixxly  is  not,  in  the  old  sense, 
immunized. 

But  these  new  us;'s  of  the  word  are.  I  think,  unfortunate  because  the  word  **  immu- 
nity "  has  come  to  have  a  special  and  useful  significance  in  relation  to  infection,  intoxica- 
tion, and  other  conditions  of  natural  or  acquired  tolerance  to  ob\'iously  and  seriously 
harmful  agents.  The  process  in  both  instances  is,  indeed,  one  of  adaptation,  and  the 
newly  acquired  capacities  of  the  serum  are  due  to  substances  resulting  from  this  adap- 
tation. They  arise  from  a  fimctional  modification  of  parts  of  the  body,  and  hence  may 
be  appropriately  called  adaptive  substances.  It  seems  to  the  writer  that  it  would  be 
better  to  consider  immunization  as  a  special  phase  of  adaptation,  and  so  limit  the  appli- 
cation of  the  word  that  it  shall  still  connote  infection  and  intoxication  in  the  traditional 
sense. 

This,  then,  is  the  rationale  in  accordance  with  Ehrlich's  hypothesis  of  the  action  of 
these  cytolytic  or  cytotoxic  substances,  either  existing  naturally,  as  they  do  in  some 
animals,  or  Ix'ing  called  forth  in  larger  quantities  in  the  process  of  adaptation  to  the 
cells  which  they  destroy.  This  view  has  lxK»n  most  fully  tested  upon  hsBmolytic  sera, 
since  here  the  reaction  is  most  easily  studied.  But  so  far  as  one  can  see,  it  applies  as 
well  to  the  phenomena  of  bacteriolysis,  whose  direct  study  is  much  more  difficult.  It 
should,  however,  be  bonie  in  mind  that  the  er\'throcytes  are  very  delicate  and  very 
peculiarly  constituted  cells,  and  it  is  possible  that  inferences  drawn  from  haemolysis  are 
not  applicable  without  qualification  to  other  and  less  vulnerable  cell  types. 

The  origin  of  the  amboceptors  of  these  cj'totoxic  substances  is  accounted  for  in  the 
same  way  as  in  the  case  of  antitoxin.  The  alien  cells  or  substances  which  are  intro- 
duced into  the  animal,  and  to  which  it  proceeds  to  adapt  itself,  lead,  through  union 
with  such  body-cell  receptors  as  may  l)e  fitted  to  them,  to  the  overproduction  of  these 
special  complex  receptors.  These  are  presently  cast  off  as  superfluous  to  the  body  cell 
producing  them,  and  arc  then  free  as  amboceptors  in  the  body  fluids. 

As  in  the  case  of  antitoxin  formation,  it  is  probable  that  the  cell  receptors  which 
arc  thus  incrcased  are  normallv  concerned  in  cell  assimilation,  and  it  is  not  unlikely  that 
their  complex  character  may  have  some  relationship  with  the  complexities  of  the 
'^  giant '*  albuminous  molecules,  which  must  suffer  initial  changes  before  becoming  fit 
for  assimilation.  At  any  rate  this  hypothesis  assumes  that  in  the  process  of  adaptation 
either  to  toxic  substances  or  to  foreign  cells  or  other  albuminous  material,  the  body 
develops  no  new  capacities,  but  only  an  exaggeration  of  those  already  existing. 

As  to  the  exact  source  of  the  amboceptors  in  artificially  immunized  animals  we  can- 
not yet  speak  with  certainty. 

The  Action  of  Phagocytes  in  Cytoljrsis. — It  was  inevitable  that  the 
remarkable  studies  just  summarized  on  cytolytic  sera  should  have  led 
to  a  clearer  conception  of  the  manner  in  which  phagocytes  destroy  bac- 
teria and  other  organic  substances.  It  is  no  longer  permissible  to  hold 
as  distinct  and  unrelated  processes  the  action  of  phagocytes  and  the 
action  of  the  body  fluids  in  the  destruction  of  foreign  substances  in  the 
bodv. 

Metchnikoff,  the  learned  and  able  advocate  of  the  importance  of 
phagocytosis  in  the  protection  of  the  body  against  micro-organisms,  now 
recognizes  the  importance  of  the  adaptive  substances,  some  of  which  may 
be  largely  increased  in  amount  in  the  processes  of  immunization.  More 
strenuously  than  other  ol)servers,  however,  he  insists  upon  the  phago- 
cytic cells,  especially  the  leucocytes,  as  the  originators  of  the  substances 
concerned  in  cvtolvsis,  and  holds  that  under  ordinarv  conditions  it  is 
only  within  these  cells  that  these  substances  are  effective.     In  artificially 
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immunized  animals,  however,  the  intermediary  substances,  it  is  conceded 
by  Metchnikoff,  may  l)e  set  free  from  the  cells  which  produce  them  and 
min^^le  with  the  body  fluids.  The  complement,  on  the  other  hand, 
which  he,  in  common  with  others  of  the  French  school,  calls  cytasCy  in 
recognition  of  its  ferment-like  charactei-s,  Metchnikoff  does  not  believe 
to  be  set  free  in  the  body  fluids  except  through  some  damage  to  the 
leucocytes  in  which  it  is  formed.  Such  a  damage,  for  example,  as 
befalls  the  leucocytes  in  the  clotting  of  the  blood:  for  in  this  process  it 
is  assumed  that  the  setting  free  of  the  fibrin  ferment  involves  the  de- 
struction— phagolysis — of  the  leucocytes. 

The  views  advanced  bv  Bordet  and  others  of  the  French  school 
regarding  the  union  of  the  amboceptors  with  the  cells  to  be  destroyed 
are  less  precise  than  those  of  Ehrlich.  Both,  however,  recognize  the 
importance  of  an  association  of  the  amboceptor  as  a  condition  for  the 
effective  action  of  the  complement  {cytasc).  It  is  for  this  reason  that 
the  amboceptor  is  called  by  Bordet,  MetchnikofT,  and  others  the  sensi- 
bilizing sul)stance  {substajice  sens ibilisatr ice)  or  the  fixative  (fixateur). 

Finally,  a  long  and  ingenious  series  of  experiments  has  led  Metchni- 
koff and  his  associates  to  believe  that  there  are  two  forms  of  cytasCy  one 
called  macrocyiase,  formed  by  the  macrocytes  (large  lymphocytes  de- 
rived from  the  spleen,  lymph-nodes,  and  certain  endothelial  and  con- 
nective-tissue cells)  and  concerned  in  the  destruction  of  animal  cells, 
such  as  red  blood  cells,  leucocytes,  spermatozoa,  various  parenchyma 
cells,  etc.;  and  microcytase,  derived  from  the  microcytes  (polymorpho- 
nuclear leucocytes),  which  is  active  in  the  destruction  of  bacteria  (see 
p.  104). 

The  greatest  diversity  of  view  concerning  the  cytolytic  process  l)e- 
tween  Metchnikoff  and  his  followers  and  the  observers  of  the  Ehrlich 
school  relates  to  the  question  whether  the  complement  {c.ytase)  does  or 
does  not  exist  free  in  the  blood  plasma,  for  upon  the  answer  to  this 
question  depends  largely  our  belief  as  to  the  relative  significance  of 
intra-  and  extracellular  cytolysis.  This  is  one  of  the  points  concerning 
which  more  data  are  urgently  needed.  But  even  now  the  views  of 
Metchnikoff  are  not  inconsistent  with  the  hypothesis  of  f^hrlich. 

There  is  reason  to  believe  that  bacteria  are  destroyed  within  phago- 
cvtes  bv  the  action  of  enzvmes  ^  in  a  manner  analogous  at  least  with 
that  of  their  destruction  in  the  l)acteriolytic  fluids  which  we  have  just 
considered.  But  just  how  these  intracellular  processes  are  fostered  by 
protective  sera  is  not  clear. 

AGGLX7TINATIVE    SUBSTANCES. 

Agglutinins. — But  there  are  important  adaptive  resources  of  the 
living  body  when  called  upon  to  deal  with  foreign  material  of  special 
character  introduced  in  unusual  ways  into  its  recesses  in  addition  to 
thase  just  considered. 

The  phenomenon  of  agglutination  has  been  widely  known  for  sever.il 

iSeeOpiV.  n-f.  \^   104. 
12 
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years,  especially  on  account  of  its  practical  application  in  diagnosis. 
The  general  fact  is  that  as  an  individual  adapts  himself — that  is,  be- 
comes immunized — to  a  special  bacterium  or  its  toxic  products,  either  in 
the  course  of  an  infectious  disease  or  as  the  result  of  artificial  processes, 
his  serum,  if  placed  under  suitable  conditions  in  contact  with  cultures  of 
this  special  micro-organism,  may  speedily  immobilize  the  organism  if  it 
be  motile,  and,  whether  motile  or  not,  lead  to  its  clumping  into  irregidar 
masses.  This  reaction  has  been  used,  not  only  as  a  clinical  test  of  spe- 
cial infections,*  but  also  as  a  means  of  differentiating  species  or  varie- 
ties of  bacteria. 

But  recent  studies  have  emphasized  the  fact  that  agglutination  is  a 
much  more  general  phenomenon  than  has  been  commonly  supposed,  and 
is  by  no  means  limited  to  the  sera  of  animals  immunized  against  bacteria 
and  bacterial  products. 

For  example,  in  the  adaptation  of  one  animal  to  the  red  blood  cells 
of  another  species,  the  serum  of  the  adapted  animal  may  become  not  only 
lytic  but  agglutinative  also  for  the  corpuscles  used  for  the  injections. 
This  is  true  not  only  in  adaptation  to  red  blood  corpuscles  but  to  other 
cells  as  well.  We  have  then  to  add  agglutinative  substances  or  aggluti- 
nins to  the  list  of  those  which  are  developed  in  the  body  in  this  form  of 
adaptation.  (See  Table,  p.  186.)  These  also,  within  the  limits  already 
set  forth,  are  specific. 

Just  as  the  specific  red  blood  cells  are  capable  of  *'  fixing  ^*  the  im- 
mune substance  in  lytic  serum,  so  also  the  agglutinating  substance 
may  be  fixed  and  removed  from  serum  by  placing  in  contact  wnth  the 
serum  some  of  the  corpuscles  of  the  particular  animal  species  or  some  of 
the  bacteria  under  whose  influence  the  agglutinative  substances  were 
formed. 

While  agglutinative  substances  are  developed  in  the  process  of  im- 
munization, they  are  not,  so  far  as  we  know,  directly  protective,  though 
by  the  grouping  of  micro-organisms  the  action  of  phagocytes  may  be 
favored.  The  virulence  of  pathogenic  bacteria  is  not  reduced  by  agglu- 
tination. 

The  agglutinative  seem  to  differ  in  many  ways  from  lytic  substances. 
Thus  their  activities  are  not  suspended  by  a  temperature  of  56°  C.  They 
become  inert,  however,  at  a  higher  temperature — 70°  to  78°  C. — and 
their  agglutinating  capacity  is  not  restored  by  the  addition  of  normal 
serum.  It  is  inferred  from  this  fact  that  the  receptors  concerned  in 
agglutination  are  of  simpler  character  than  those  through  which  lysis 
is  secured. 

The  normal  blood  serum  of  some  animals  contains  substances  which 
are  agglutinative  for  the  red  cells  of  other  species.  Thus  normal  beef 
serum  is  agglutinative  for  the  corpuscles  of  the  cat  and  rabbit.  This 
capacity  of  the  normal  serum  sometimes  is,  sometimes  is  not,  associated 
with  marked  lytic  capacity. 

^  For  the  general  demonstrative  test  for  agglutinin  see  p.  1S8.  For  details  of  special  appli- 
cations of  the  agglutination  test  see  Wood* 8  "Chemical  and  Microscopical  Diagnosis/'  or 
other  works  on  clinical  pathology. 
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The  mode  of  action  of  these  so-called  agglutinins  is  not  yet  very 
clearly  understood,  but  a  great  many  interesting  facts  have  })een  devel- 
oped in  the  studies  on  the  general  phenomena  of  agglutination  which  we 
cannot  mention  here. 

The  specific  character  of  the  agglutination  reaction  has  led  to  its 
use  in  determining  the  nature  of  many  infections,  the  serum  of  the 
infected  individual  being  used  with  cultures  of  known  micro-organisms. 
On  the  other  hand  the  test  is  often  useful  in  determining  the  specific 
character  of  closely  related  micro-organisms  and  their  variations.^ 

PRECIPITATING  SUBSTANCES. 

Precipitins, — There  is  still  another  way  in  which  the  body  reveals 
adaptive  alterations  in  the  presence  of  foreign  proteid  substances.  If 
a  few  cubic  centimetres  of  the  blood-serum  or  exudate  containing  globulin 
from  one  animal  be  injected  into  the  subcutaneous  tissue  or  peritoneal 
cavity  of  another  species  in  repeated  doses,  it  is  found  that,  on  adding  a 
little  of  the  blood-serum  of  the  adapted  animal  to  a  dilution  of  the  fluid 
injected,  a  precipitate  is  formed.  This  reaction  is  also  specific,  save 
that  in  some  instances  body  fluids  from  closely  related  species,  such  as 
man  and  monkey,  fowl  and  pigeon,  sheep  and  goat,  horse  and  ass,  dog 
and  fox,  may  both  afford  a  precipitate.  But  this  j)recipitate  is  in- 
variably much  more  marked  in  the  fluid  used  for  adaptation  than  in  the 
similar  fluid  from  the  related  species. 

This  reaction  is  extremely  delicate,  it  having  been  possible  to  recog- 
nize human  blood  in  a  dilution  of  1  :  50,000. 

Bv  the  use  of  this  test  Nuttall,  who  has  made  verv  extensive  observa- 
lions,  has  been  able  to  demonstrate  in  a  most  striking  fashion  phyloge- 
netic  relationships  between  animal  species  and  groups  of  species,  both 
warm-  and  cold-blooded,  which  have  an  important  bearing  upon  classi- 
fication.^ 

The  Precipitin  Test  in  Forensic  Medicine. — The  use  of  this  precipitation  t<»st 
has  been  urged  in  forensic  medicine  to  reinforce  the  present  unsatisfactory  methods  of 
distinguishing  between  human  and  other  blood.  For  if  one  have  a  rabbit  or  other 
animal  artificially  adapted  to  human  blood  from  which  fresh  serum  can  be  s(*cured  (even 
the  dissolved  dried  serum  will  answer),  he  has  only  to  dissolve  in  a  little  salt  solution 
a  suspected  blood  clot,  and,  mixing  the  two,  observe  th:«  result.  If  under  suitable  con- 
ditions of  dilution  cloudiness  de\'elops  within  a  short  time  or  if  a  precipitate  be  formed, 
it  is  claimed  that  the  suspected  material  could  have  been  derived  from  no  other  animal 
than  man.  Since,  however,  it  has  been  found  that  the  blood  not  only  of  monkeys  but 
of  some  other  of  the  lower  animals  may  give  slight  precipitates  under  these  conditions, 
and  since  other  human  fluids  containing  albuminous  substances,  such  as  saliva,  pus, 
inflammatoTy  exudates,  etc.,  may  also  give  precipitates,  it  is  e\ndent  that  the  result  of 
this  test  should  be  interpreted  with  great  caution.*  See  technique  of  precipitin  test, 
p.  189. 

*  See  for  agglutination  testa  in  classification  Park,  ,Tour.  Inf.  Dia.,  Suppl.  No.  2,  Feb., 
1906.  p.  1. 

2  See  XuUaU,  "Blood  Immunity  and  Blood  Rolation.ship,"  IIMM. 

•  For  a  study  of  the  precipitation  tost  for  bloo<l,  biblioKraphy,  sec  Graham-Smith,  Jour. 
of  Hvgieoe,  voL  iii..  pp.  258  and  354;  also  E\nng  and  Strausn,  Mcfd.  News.  Nov.  7th  and 
November  14th,  1903,  bibl.;   also  Robin,  N.  Y.  Med.  Jour,  and  Phila.  Med.  Jour.,  March 
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The  white  of  ahenseggy  injected  into  the  peritoneum  of  a  rabbit,  after 
a  time  gives  rise  to  substances  in  the  rabbit's  serum  which  induce  a  pre- 
cipitate in  fresh  sohition  of  hens*  egg  albumen.  No  precipitate  is  pro- 
duced bv  this  serum  in  albumen  solutions  from  the  blood  of  the  mam- 
malia,  and  only  a  slight  precipitate  is  formed  in  the  egg  albumen  of 
related  fowls,  such  as  the  duck,  for  example. 

It  has  been  stated  that  by  the  adaptation  of  the  living  animal  to  ex- 
tracts of  muscle  tissue  from  another  species,  precipitating  substances 
may  be  formed  in  the  serum  which  are  specific  for  the  muscle  used  in  the 
injection. 

Milk  of  one  animal  thus  introduced  into  the  body  of  another  gives 
rise  to  a  substance  in  the  adapted  animal  which  causes  a  precipitate  in 
the  diluted  milk  used  for  injection,  but  not  in  the  milk  of  another  species, 
save  sometimes  in  slight  degree  in  milk  from  closely  allied  animals. 

This  reaction  is  also  applicable  to  plant  albumens.  Thus,  if  an  ani- 
mal be  adapted  to  a  given  species  of  bacteria^  its  blood-serum,  on  being 
added  to  the  clear  filtrate  of  the  pure  culture,  throws  down  a  precipitate 
which  is  in  some  instances  light,  in  others  voluminous.  This  reaction  is 
again  specific,  except  within  the  group  limits  of  related  species.  Thus 
as  Norris  has  shown,^  precipitating  substances  which  are  developed  by 
the  adaptation  of  the  rabbit  to  the  typhoid  bacillus  induce  a  slight  pre- 
cipitate in  the  culture  filtrate  of  the  colon  bacillus,  but  not  in  the  filtrate 
of  B.  prodigiosus,  for  example. 

Numerous  experiments  have  shown  that  other  vegetable  albumens  call 
forth  specific  adaptive  precipitins. 

This  precipitation  test  is  so  delicate  that  it  appears  possible  not  only 
to  distinguish  the  albumens  from  different  animal  and  vegetable  species, 
but  to  differentiate  also  some  at  least  of  the  various  albuminous  sub- 
stances in  the  individual. 

Anti-precipitin. — Finally,  it  is  worthy  of  note  that  it  has  been  possi- 
ble, by  the  adaptation  of  a  fresh  animal  of  the  appropriate  species  to 
these  precipitating  sera,  to  obtain  *'  antibodies'*;  in  the  ease  of  milk 
adaptation,  for  example,  by  the  use  of  the  so-called  laeto-serum,  to  se- 
cure an  antilacto-serum  capable  when  added  to  the  test  fluids  of  pre- 
venting the  formation  of  the  specific  precipitate. 

Nature  of  Precipitin, — A  great  deal  of  most  careful  research  has  been 
devoted  to  the  nature  of  the  precipitating  substances  which  the  scope 
of  this  book  does  not  permit  us  to  touch  upon.  But  it  should  be  said 
that  in  their  resistance  to  heat  and  in  other  ways  the  precipitating  sub- 
stances appear  to  be  more  closely  relatea  to  agglutinating  than  to  lytic 
substances.  It  has  been  shown  that  the  specific  serum  precipitates  are 
capable  of  fixing  alexins  and  removing  them  from  solutions  as  immune 
substances  may  be  fixed  and  removed — red  blood  cells  for  example — 
by  the  specific  elements  which  incite  their  formation,  see  p.  171.^ 

5th  and  12th,  1904;  also  Xuttall's  book,  ref.  above,  p.  179.  For  the  suggestion  of  a  new 
method  of  difTerrntintiiig  bloods  by  a  lia'molvsis  test  see  Neiaser  and  Saeht,  Berl.  klin. 
Wochenscli..  19<)5,  p.  13SS. 

1  Norrin,  Jour,  of  Infwt.  Dis.,  vol.  i.,  p.  463.  1904. 

'See  Gay,  ('entrbl.  f.  Bak.,  li^l.  xxxix..  p.  603,  1905. 
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The  Adaptive  Bodies  not  Permanent.— The  effects  of  foreign  cells  and 
their  derivatives  upon  whatever  body  cells  produce  the  lytic,  agglutinat- 
ing, and  precipitating  substances  are  apparently  not  lasting,  since  if 
the  injections  be  suspended  they  gradually  disappear  from  the  serum. 
The  time  of  their  disappearance,  however,  like  that  of  appearance,  is 
not  regularly  the  same,  even  in  the  same  animal. 

OPSONIC  BTTBSTA170SB— OPSONINS. 

The  importance  of  phagocytosis  among  the  agencies  protective 
agunst  micro-organisms  has  been  for  some  time  fully  recognized  and 
many  facts  are  known  about  their  ingestion  and  intracellular  destruction. 
But  the  exact  processes  by  which  this  is  secured  and  the  effects  of  natural 
and  artificial  immunization  upon  phagocytosis  are  .still  ohscure.  It 
has  been  assumed  that  the  protective  substances  in  the  plasma  of  im- 
munised individuals  stimulate  the  phagocytes  lo  the  ingestion  and 
destruction  of  micro-organisms,  and  so-called  stinuilinx  have  been  the 
subject  of  much  discourse.    It  has  been  claimed  that  through  the 


Fni. 

In  the  celt  to  the  left  the  Ktapliylococci  were  plarcd  in  rantact  with  nnrmal  serum* 
in  the  eell  to  the  right  the  cocci  had  been  in  contact  with  the  Rerum  of  an  aninial  artilic&lly 
immiiniied  to  the  micro-onjaniBm.  The  cocci  Ihua  Bonsitiieti  by  the  opsonic  substances  in 
the  aerum  of  the  inununiaed  fnimfl  have  been  taken  up  much  more  abundantly  tlian  those 
not  thiu  prepared. 

germicidal  power  of  the  serum,  bacteria  are  killed  and  are  then  more 
readily  than  when  living  engulfed  by  phagocytes.  But  the  existence 
of  stimulins  has  not  been  demonstrated,  and  it  is  now  well  known  that 
living  as  well  as  dead  germs  are  ingested  and  destroyed  by  phagocytes. 
It  has  been  assumed  by  many  that  the  promotion  of  phagocytosis  by 
immune  serais  due  to  a  sensitizing  substance (swfcs/ance  sensibUisatrice) 
which  by  action  on  either  the  leucocytes  or  the  bacteria  changed  a  nega- 
tive chemotaxis  into  a  positive. 

In  1904  Wright  and  Douglas,'  by  the  use  of  methods  suggested  by 
Leishman,'  discovered  in  normal  human  serum,  and  in  larger  amounts  in 

■ITi-^U  and  Dougtas,  Proc,  Royal  Soc..  1903.  vol.  Ixxii.,  p.  357;  aiso  ilad.,  1904,  vol. 
Ixxiii.,  p.  128. 

*  Ltuhnan,  Bnt.  Hed.  Jour.,  10O2,  vol.  i.,  p  73. 
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the  serum  of  persons  who  had  been  immunized  to  certain  micro-organ- 
isms, substarces  which  when  placed  in  contact  with  the  specific  bacteria 
are  capable,  without  inducing  appreciable  morphological  changes,  of 
so  modifying  them  that  they  are  more  readily  taken  up  by  polymor- 
phonuclear leucocytes  than  are  the  bacteria  which  have  not  been 
subject  to  this  preliminary  treatment  (see  Fig.  IIG).  These  substances 
Wright  and  Douglas  called  opsonins.^  Those  opsonins  tested  by  these 
observers  were  found  to  be  rendered  inert  by  heating  for  half  an  hour  at 
60°  C;  but  later  studies  of  others  have  shown  that  some  opsonins — 
the  opsonin  of  immune  sera,  for  example — are  more  thermostable,  resisting 
temperatures  above  70°  C.  It  was  shown  by  suitable  experiments  that 
opsonins  do  not  act  upon  the  phagocytic  cells,  but  only  upon  the  bacteria. 

Many  studies  of  the  serum  of  normal  and  immunized  men  and  animals 
have  been  made  by  others  since  the  announcement  of  Wright  and 
Douglas.  They  are  in  general  confirmatory  and  many  new  and  interest- 
ing facts  have  been  discovered  relating  to  these  protective  substances 
— opsonins — present  in  the  serum  of  normal  individuals  and  markedly 
increased  in  the  serum  of  those  who  have  undergone  natural  or  artificial 
immunization  to  special  forms  of  bacteria.' 

Neufeld  and  Rimpau '  found  in  the  serum  of  artificially  immunized 
animals  substances  acting  not  upon  the  phagocytic  cells,  but  upon  the 
bacteria  in  such  ways  as  to  promote  their  ingestion.  These  substances 
Neufeld  and  Rimpau  called  bacteriotropic  in  distinction  to  bacteriolytic 
substances  sometimes  formed  in  immunization,  but  they  are  apparently 
identical  with  opsonins. 

It  has  been  shown  by  Hektoen  and  Ruediger  *  that  the  opsonins  in 
serum  and  plasma  resemble  toxins  in  that  they  apparently  have  toxophor- 
ous  and  haptophorous  molecular  groups  (see  p.  165),  by  which  on  the 
one  hand  they  secure  union  with  the  bacteria,  and  on  the  other  effect 
changes  in  these  which  render  them  susceptible  to  phagocytosis. 

The  opsonic  substances  occurring  normally  or  developing  in  immune 
serum  are  not  alone  capable  of  preparing  bacteria  for  cell  ingestion,  but 
other  formed  elements  as  well,  red  blood  cells,  for  example.*  Sub- 
stances opsonic  for  red  blood  cells  have  been  called  hcem-opsonins  or 
erythrocyto-opsoninsy  in  distinction  to  the  hacterio-opsonins.  The  re- 
lationship of  opsonins  to  other  immune  substances — amboceptors  and 
agglutinins — formed  in  similar  adaptive  processes  is  not  yet  clear,  but 
they  appear  to  be  distinct. 

Phagocytosis  of  red  blood  cells  by  endothelial  and  other  cells  in  the 
lymph-nodes,  bone-marrow,  spleen,  etc.,  is  common  in  various  infections, 
notably  in  typhoid  fever  (see  p.  233),  as  well  as  in  toxic  and  ansemic 
conditions. 

*  From  the  Latin  opsono,  I  prepare  food  for. 

^  The  substance  or  substances  which  Wright  and  Douglas  called  opoonins  had  apparently 
been  previously  describetl  by  MetchnikofT  as  fixateurs,  of  which  there  seem  to  be  two  forms, 
bacteriolytic  and  phagocytic:  see  UShlein,  Ann.  Inst.  Pasteur,  t.  xx.,  p.  939,  1906. 

^Neufeld  and  Rimpau,  Deut.  mcd.  W'ochenschr.,  1904,  p.  1458;  also  Zeits.  f.  Hyg. 
u.  Infkr.,  Bd.  H.,  p.  283,  1905. 

*  Hektoen,  Jour.  Inf.  Dis.,  vol.  iii.,  p.  721,  1906. 

*  Neufeld  and  T(ipfer,  Ccntbl.  f.  Bakt.,  Abth.  I.,  Orig.  Bd.  xxxviii.,  p.  466,  1906. 
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Hektoen*  has  found  that  normal  serum  may  contain  opsonins  for 
heterologous  as  well  as  homologous  erythrocytes,  and  that  the  adapta- 
tion of  animals  to  alien  blood  commonly  gives  rise  to  the  accumulation 
of  ha^mopsonins  in  the  blood.  He  has  shown  furthermore  that  leuco- 
cytes in  varying  degrees  may  be  phagocytic  for  opsonized  red  blood  cells. 

Opsonins  of  immune  sera  appear  to  be  specific,  each  uniting  only  with 
the  formed  elements  under  whose  influence  the  special  adaptation  is 
secured.  In  this  union — called  "  fixation  "  of  the  opsonin — the  formed 
elements — bacteria  or  red  blood  cells — are  said  to  be  scnsitizedy  and 
from  a  serum  containing  several  specific  opsonins  each  can  in  turn  be 
removed  by  fixation  to  its  special  cells  and  the  separation  of  these  by 
centrifugalization,  just  as  specific  amboceptoi-s  may  be  separated  from 
hsemolytic  or  bacteriolytic  sera.     (See  p.  171.) 

The  nature  of  the  alterations  which  bacteria  and  other  cells  undergo 
by  their  union  with  opsonins  is  not  understood.  The  bacteria  are  not 
killed  or  their  capacity  for  growth  diminished  by  it.  The  opsonins  of 
immune  sera  of  the  lower  animals  sensitize  bacteria  and  erythrocytes 
to  human  leucocvtes,  and  vice  versa.  Thus  the  leucocvtes  of  animals 
as  well  as  those  of  man  may  be  used  in  the  determination  of  the  presence 
of  opsonins  in  sera. 

It  is  dear  that  opsonic  action  is  of  the  highest  importance  in  promot- 
ing phagocytosis.  It  is  also  evident  from  the  many  studies  which  have 
been  made  on  the  subject  that  in  many  instances  this  mode  of  destruction 
of  bacteria  by  phagocytes  is  often  effective  under  conditions  in  which 
extracellular  bacteriolysis  does  not  suffice  for  the  protection  of  the 
infected  individual. 

The  mere  fact  of  phagocytosis,  however,  is  not  evidence  of  success- 
ful protection,  since  the  ingested  bacteria  may  destroy  the  phagocyte  at 
once,  may  possibly  gain  in  its  interior  by  adaptation  an  exalted  viru- 
lence, or  may  be  transported  to  various  parts  of  the  body. 

The  virulence  of  bacteria  has  an  important  bearing  upon  the  effect- 
iveness of  phagocytosis.  It  has  been  found  that  bacteria  of  high  viru- 
lence are  much  less  susceptible  to  phagocytosis  than  are  the  less  viru- 
lent strains  of  the  same  species,  both  in  normal  and  in  immune  sera. 
It  would  appear  that  virulent  bacteria  may  be  protected  from  phago- 
cytosis both  by  their  insusceptibility  to  opsonification  and  their  capac- 
ity to  produce  substances  harmfid  to  the  phagocytes. 

In  the  light  of  the  new  knowledge  of  opsonins  and  their  relations  to 
phagocytosis,  the  occurrence  of  leucocytosis  in  various  infections  be- 
comes of  special  significance.  For  if  either  a  local  or  general  leucocy- 
tosis l)e  fostered  hand-in-hand  with  the  effective  production  of  opsonins, 
the  conditions  would  appear  to  be  most  favorable  for  the  control  of  the 
infectious  processes. 

Studies  of  the  effects  of  opsonins  upon  bacteria  as  marked  by  phagocytosis  arc 
readily  made  outside  the  body.  The  simplest  form  of  observ^ation  may  be  made  by 
mixinf^  c*qual  parts  of  defibrinated  blood  and  a  suspension  of  a  bacterial  culture  in  0.85- 
per-cent  solution  of  sodium  chlorid,  keeping  this  for  fifteen  to  twenty  minutes  at  37°  C, 

1  Hektoen,  Jour.  Inf.  Dis.,  vol.  iii.,  p.  434,  1900. 
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staining  HiDeara  made  upon  a  slide,  and  then  delerminint;  the  average  number  of  bac- 
teria found  in  the  polymorphonuclear  leucocytes.  Since,  however,  under  these  con- 
ditions, the  leucocytes  are  too  few  lo  obtain  readily  the  averagea  of  a  large  number,  it 
has  been  found  desirable  for  most  pufposes  to  concentrate  the  leucocytes  by  the  centri- 
fuge. The  blood  is  diluted  as  it  is  drawn  with  a  solution  of  sodium  citfst«  1.0  per  cent 
in  O.&vpcr-cent  solution  of  sodium  chlorid.  This  prevents  coagulation,  and  the  perfonn- 
mances  of  li\inft  leucocytes  are  not  interfered  with.  This  dilution  can  be  efTeetcd  by 
drawing  blood  from  the  finger  tip  into  small  glass  capsules  (Fig.  117)  containing  the 
sodium-citrate  solution.  This  blood  dilution  may  now  be  centrifugaliied,  and  the  leu- 
cocytes, which  take  a  place  aboiT  the  red  cells,  may  be  drawn  off  by  a  pipette,  washed 


B  Dmawino  a.Sma».lAkoustoi 
Ah  suggested  b.v  Wright. 


ove  the  citrate,  and  then  mixed 
be  tested.  This  mixture  is  incu- 
e  stained  by  the  Jenner  method 


with  salt  solution,  and  centrifugalized  lwi< 
with  the  bacterial  suspensions  and  with  the 
bated  for  fifteen  to  twenty  minutrs;  the  i 
(see  p.  433>. 

In  comparative  studies  it  is  necessary  to  free  the  leucocytes  from  their  own  aerum 
by  repeated  washing  in  salt  solution  with  cenlrifugalizution,  hefore  testing  their  phago- 
cytic power  with  bacteria  exposed  to  an  het^-roli^EDus  serum.  Such  washed  leucocytea 
arc  found  to  be  incapable  of  ingesting  many  forms  of  bacteria. 

The  determination  of  changes  in  the  opsonic  power  of  the  blood  serum 
is  claimed  by  Wright  and  his  followers  to  be  of  great  practical  importance 
as  a  guide  to  the  administration  of  immunizing  substances  in  the  treat- 
ment of  certain  forms  of  infection.  For  a  rise  in  the  opsonic  content 
marks  in  accordance  with  this  view  the  successful  development  of  those 
protective  substances  in  the  body  which  by  uniting  with  the  bacteria 
favor  phagocytosis.  If,  on  the  other  hand,  after  the  administration  of 
immunizing  substances,  the  opsonic  power  falls,  as  is  sometimes  the  case, 
and  continues  low,  the  indication  is  for  a  reduction  or  suspension  of  the 
dosage. 

Remarkable  curative  results  are  recorded  as  the  result  of  the  ad- 
ministration of  sterilized  and  standardized  suspensions  of  the  dead 
bodies  of  Staphylococcus  pyogenes  aureus  in  furunrulosis  and  carbuncle, 
and  of  the  tubercle  bacillus  in  tuberculosis,  especially  in  its  local  phases, 
as  well  as  in  other  infections.  But  for  success  in  these  or  other  forms  of 
artificial  active  immunization  with  the  dead  Ixtdtes  of  specific  micro- 
organisms, great  stress  is  laid  by  Wright  on  the  control  of  the  treatment 
by  the  constant  observation  of  the  opsonins.  The  dead  bodies  of  cultures 
used  in  this  way  are  called  by  Wright  anti  his  followers  "vaccines."  ' 
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The  detennination  of  the  opsoziic  power  of  sera  in  routine  practice,  following  largely 
the  suggestion  of  Wright,  may  be  briefly  outlined  as  follows. 

This  capacity  of  the  serum  is  tested  and  measured  by  mixing  three  substances: 

1.  Washed  living  leucocytes  from  man,  one  volmne. 

2.  A  uniform  suspension  of  a  culture  of  the  selected  micro-oi^ganisms,  one  volume. 

3.  The  serum  whose  opsonic  power  is  to  be  tested,  one  volume. 

These  three  substances  are  mixed  in  capillary  tubes  and  kept  for  fifteen  to  twenty 
minutes  at  37**  C.  A  portion  of  the  mixture  is  then  smeared  upon  the  slide  and  stained 
by  the  Jenner  method '  which  stains  both  the  phagocytes  and  the  bacteria.  Now 
under  the  microscope  one  examines  the  Ieucoc3rtes  as  they  come  into  the  field,  and 
counts  the  number  of  bacteria  which  each  leucocyte  has  ingested.  At  least  forty  of 
these  leucocytes  should  be  examined.  The  average  number  of  bacteria  in  the  leucocytes 
obtained  by  dividing  the  whole  number  of  bacteria  found  by  the  number  of  leucocytes 
escamined  gives  what  is  called  the  phagocytic  count. 

If  the  phagocytic  count  obtained  with  the  use  of  the  serum  of  normal  man  be  con- 
sidered as  the  unit,  the  proportion  which  the  phagoc}^ic  count  of  the  spc>cial  serum 
bean  to  the  unit  is  called  the  opsonic  index. 

Thus,  if  the  average  number  of  bacteria  ingested  by  the  leucocytes  after  exposure 
to  normal  serum  is  5,  and  if  the  average  numl)er  ingested  by  the  phagocytes  after  ex- 
posure to  the  special  serum  to  be  tested  should  be  4,  then,  reducing  the  figures  to  the 
basis  of  unity  for  the  normal  serum,  the  opsonic  index  would  be  0.8. 

The  significance  of  the  opsonic  index  in  the  treatment  of  infections  and  the  value 
and  mode  of  action  of  the  bacterial  '*  vaccines''  are  still  sub  judice.  Many  factors  in 
the  life  and  performances  of  the  individual  seem  to  modify  the  opsonic  index*  the 
variation  in  the  number  of  bacteria  ingested  by  phagocytes  is  so  great  that  the  validity 
of  averages  in  determining  the  opsonic  index  must  in  each  case  l^e  carefully  judged. 
Variabilities  in  the  characters  of  the  leucocytes  have  not  yet  l)een  fully  investigated,  so 
that  altogether,  while  great  theoretical  and  practical  interest  attaches  to  the  bacterio- 
tropic  substances  called  opsonins,  it  remains  for  further  and  much  more  extended  ob- 
servation to  determine  their  real  significance  ^  and  the  practical  value  of  the  so-called 
"vaccines"  in  various  infections.  Finally,  the  importance  of  the  opsonic  index  as  a 
guide  to  immunization  by  "vaccines"  has  not  yet  been  established. 

In  his  studies  upon  opsonins  Wright  has  devised  many  delicate  and  clever  tech- 
nical procedures  for  collecting,  measuring,  standardizing,  and  mixing  the  various  ele- 
ments involved  in  the  reactions,  with  which  the  worker  in  this  field  should  make  him- 
self familiar.  Furthermore,  much  practice  is  required  and  many  sources  of  possible 
error  must  be  learned  before  one  can  be  certain  that  his  results  are  to  be  relied  upon.' 

Although  we  have  considered  separately  the  development  in  the  V)ody 
of  cytolytic,   agglutinating,    precipitating,  and   opsonic   substances,   it 

»  Sec  p.  433. 

For  the  determination  of  the  phagoc3rte  count  in  opsonized  tubercle  bacilli  the  following 
ptocedure  is  recommended  by  Rosr: 

X.  Fix  smeara  of  opsonized  bacteria  and  leucocytes  in  a  saturated  aqueous  solution  of 
corrcMHve  sublimate  for  one-half  minute; 

2.  Rinse  quickly  in  water; 

3.  Stain  with  Ziehl's  carbolic  fuchsin,  heating  the  slide  until  the  fluid  barely  steams 
(boiling  injures  the  leucocytes) ; 

4.  Rinse  quickly  in  water; 

5.  Decolorize  quickly — a  few  seconds — in  2.5-per-cent  sulphuric  acid; 

6.  Wash  in  five-per-cent  glacial  acetic  acid  for  one  minute  or  less. 
GounterBtaining  may  be  effected  in  the  following  solution:   methylene  blue,  0.5  gramme ; 

•odium  carbonate,  0.5  gramme;  water,  100  c.c.  Stain  about  one-half  minute.  Rinse  in 
water.  • 

'  For  an  excellent  summary  of  pliaROcytosis  and  opsonins  s<»c  Hrktorn,  Joiir.  .\mor.  Med. 
Awn.,  \'ol.  xhn.,  p.  1407,  1906.  For  bibl.  and  summary  of  opsonins  see  P<ttter,  Ditman,  and 
Bradley,  Jour.  Amer.  Med.  Assn.,  vol.  xlvii.,  pp.  1722  and  1793,  11H)6. 

•  For  a  description  of  capsules  and  pipettes  eonveni<»nt  in  this  work,  consult  Wright  and 
Knapp,  Lancet,  July  6,  1002,  p.  11 ;  also  ilnd.,  Dec.  0,  UH)2.  p.  1531. 
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should  be  remembered  that  these  may  be  formed  together  in  the  same 
animal.* 

The  Bearing  of  the  New  Studies  on  Serum  Therapy. — We  ha\>e  seen  in  an 
earlier  section  that  the  use  of  the  blood-serum  of  animals  immunized  against  pathogenic 
micro-organisms  for  protective  purposes  in  man  has  been  of  practical  \'alue  in  but  few 
instances,  and  these  mainly  in  cases  in  which  the  protective  action  was  antitoxic.  Pro- 
tective sera  for  pneumonia  and  typhoid,  streptococcus  septicaemia,  plague,  tuberculo- 
sis, cholera,  and  many  other  infectious  diseases  have  been  persistently  tested  and  found 
to  be  for  the  most  part  of  doubtful  value  in  man. 

But  in  the  light  of  the  new  knowledge  of  c>'tolytic  sera,  and  the  conditions  under 
which  these  may  be  effective,  the  promise  of  serum  therapy,  so  long  limited  to  antitoxic 
immunity,  seems  now  to  be  more  encouraging. 

It  is  possible  that  the  reason  why  the  serum  of  an  animal  immunized  against  a 
given  pathogenic  micro-organism  is  not  protective  is  that  neither  this  serum  nor  the 
body  fluids  of  the  individual  into  whom  it  is  injected  for  protective  ends  contain  suffi- 
cient or  suitable  complements. 

We  have  seen  in  our  rc\new  of  haemolysis  that  hacmoh'tic  serum  heated  to  56°  C. 
loses  its  lytic  power  owing  to  the  destruction  of  the  ven'  labile  complements.  We  have 
seen  further  that  this  power  is  restored  by  the  addition  of  a  little  fresh  serum  from  a 
normal  animal ;  that  is,  serum  containing  complement.  Now  it  has  been  found  that  this 
"reactivation"  of  the  serum,  as  it  is  called,  can  often  be  brought  about  by  the  sera  of 
various  animals.  Thus,  for  example,  the  serum  of  the  guinea-pig  adapted  to  the  ery- 
throcytes of  the  rabbit  is  lytic  for  these  cells  of  the  rabbit.  If  such  serum  be  heated  to 
56°  C.  it  is  no  longer  lytic,  the  activities  of  the  complement  are  destroyed;  but  the 
serum  can  be  reactivated  by  a  little  fresh  serum  not  onlv  from  a  normal  rabbit,  but 
from  the  goat  and  the  rat.  The  serum  of  many  other  animals,  however,  is  ineffective 
under  these  conditions.  The  reason  for  this,  of  course,  in  accordance  with  Ehiiich's 
hypothesis,  is  that  the  complements  of  the  reactivating  sera  ha\'e  combining  capacity 
with  the  special  amboceptors,  and  so  can  become  effective,  while  in  other  sera,  the  link- 
ing of  the  complement  to  the  red  cells  through  the  amboceptors  being  impossible,  there 
can  be  no  restoration  of  the  lytic  action. 

It  is  not  difficult  to  secure  inmiune  substances  (amboceptors)  by  the  adaptation  of 

*  Table   (After  Aschoff)   Showing  VAiuors   Forms  of  Adaptation   Products, 

THEIll    IiELATION8H.PS    AND    SYNONYMS. 


Antitoxins, 
Antifennents, 


The   body-cella    in 

adaptation  to    ,^.,     . 

,.     '^     .    .              Cytolvsins, 
alien  substances  i-  ,/<,.^„\ :  J 

of  protoplasmic 
origin  may  elab- 
orate 


f  Hipmolysins, 
Bacteriolysins — bac- 
teriocidal substan- 


ces. 


(Cytotoxins),  i  Special  Cx-totoxins: 

Spermatoxin, 
Nephrotoxin, 
Hepatotoxin,   etc. 


Formed     of 

two 
substances. 


Agglutinins, 
Precipitins, 
Opsonins? — Fixntrur  f 


Complement : 
Alexin, 
Addiment, 
C>'ta8e. 

Ambooeptor : 
Immune  body. 

Intermediar>'  body, 

SvbHance  Sensibili- 

Botrice, 

FixateuTf 

PrUparataTf 

Copula, 

Desmon. 


Gvtotoxms,  1      1  A     au     * 

T'u^  ii   -.*u !•     ft      A*    1   4-   •  I  may  lead  to  the  formation 

The     antibodies      ^  AcKlutinms,  )■       **  ,.      ^.       ^..     ,.      ,, 

I  t>      •   •*•.  of  "anti-antibodies." 

Precipitins, 


r  Anticytotoxins, 
Anticomplements, 
Antiamboceptors  (anti- 
immune  bodies). 
An  tiagglutinins, 
AntiprcK^ipitins. 
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ivnimals  to  various  kinds  of  pathogenic  bacteria.  These  may  be  formed  in  such  abun- 
dance as  to  be  out  of  proportion  to  the  complements.  But  unless  these  immune  sub- 
stances, when  injected  into  the  body  for  protective  purposes,  either  carry  with  them  or 
find  in  the  new  environment  an  abundance  and  appropriate  forms  of  complements, 
they  are  not  wholly  available  in  destroying  bacteria.  One  of  the  great  problems  of  the 
immediate  future^  then,  so  far  as  serum  therapy  is  concerned,  seems  to  be  to  secure 
suitable  complements  to  act  with  inunime  substances  if  the  former  do  not  exist  in  the 
himmn  fluids,  or  to  reinforce  these  substances  from  the  S4?ra  of  suitable  animals  if  the 
human  stock  be  scanty.  There  is,  however,  much  ground  for  l^elieving  that  in  order 
to  be  most  eflfective  the  complements  with  which  we  may  seek  to  reinforce  the  potency 
of  bacrteriolytic  sera  in  man  should  come  from  sp>ecies  ciosely  allied  to  him. 

If  the  securing  of  an  appropriate  complement  is  thus  of  such  importance  in  the 
attempt  to  prepare  bacteriolytic  sera  for  therapeutic  purposes,  the  maintenance  of  suffi- 
cient complements  in  the  human  body  must  1^  of  the  utmost  significance  in  its  intrinsic 
protecti\'e  mechanism  against  infection.  That  this  consideration  is  not  without  support 
in  fact  is  shown  by  the  studies  of  Abbott,  Longcope,  and  others.^  who  have  found  that 
after  the  continuous  administration  of  alcohol  and  in  various  chronic  as  well  as  acute 
diseases,  the  amoimt  of  complement  in  the  blood  may  be  notably  reduced.  We  have 
thus  a  definite  contribution  to  our  knowledge  of  one  of  those  factors  in  predisposition 
to  infection  which,  in  a  general  way,  are  so  fully  recognized,  but  which  are,  for  the 
most  part,  but  ill-defined  and  little  miderstood. 

The  Specific  Character  of  Artificial  Immunization. — It  is  not  yet  possi- 
ble to  say  in  many  cases  to  what  extent  the  immunization  effected  in  any 
of  the  various  ways  indicated  above  is  specific.  In  some  cases  it  appears 
to  be  so.  That  is  to  say,  the  protection  which  is  afforded,  for  example, 
by  an  attack  of  diphtheria  or  by  the  gradually  increased  administration 
of  the  diphtheria  toxin,  or  by  the  use  of  the  immunizing  serum,  is  limited 
to  this  particular  disease,  and  is  not  to  be  secured,  at  least  in  such 
marked  degree,  by  the  use  of  other  bacteria  or  bacterial  products.  In 
some  instances,  on  the  other  hand,  immunization  against  one  micro- 
organism or  its  toxins,  or  against  special  toxic  substances,  affords  pro- 
tection against  infection  or  intoxication  by  entirely  different  agents. 
Thus  animals  may  be  immunized  against  anthrax  by  inoculation  with 
bacillus  pvocvaneus. 

It  should  be  borne  in  mind,  however  much  importance  we  may  attach 
to  the  formation  and  action  of  the  antitoxic  substances,  that  these  are 
not  necessarily  always  present  either  in  natural  or  acquired  immunity  to 
bacteria  or  their  toxins.  Tolerance  to  bacterial  toxins  may  be  estab- 
lished, as  may  tolerance  to  other  kinds  of  poisons,  without  the  inter- 
vention of  antitoxic  or  other  chemical  agents. 

The  Complexity  of  the  Processes  Involved  in  Immtinization. — It  thus 
appears  that  while  we  know  a  great  deal  a))out  the  ability  of  the  living 
body  to  protect  itself  against  the  incursions  of  micro-organisms  and  tbe 
ravages  of  their  poisons:  while  a  field  is  opened  for  the  study  of  arti- 
ficial immunization  which  is  of  the  highest  promise,  both  for  the  advance- 
ment of  science  and  for  practical  ])enefit  to  tlie  victims  of  infectious 
disease;  while  illuminating  and  far-reaching  hypotheses  are  current 
which  account  for  many  of  the  complex  phenomena,  we  are  yet  very  far 
from  comprehending  many  of  the  details  of  the  processes  by  which 
immunization  is  secured. 

*  For  a  study  of  tliis  subject  mh:  Longm-pe,  Jour,  of  Hygiene,  vol.  iii.,  1903,  p.  28. 
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We  do  not  know  why  the  cells  of  certain  animals  or  why  different 
kinds  of  cells  in  the  same  animal  are  more  susceptible  than  others  to  the 
presence  of  particular  poisons;  why,  for  example,  the  rabbit  is  less  sus- 
ceptible than  man  to  morphin;  why  strychnin  should  affect  the  nerves 
while  curare  acts  upon  the  muscles;  why  the  common  fowl  should  be 
extremely  insusceptible  to  the  tetanus  toxin  so  powerful  in  many  other 
animals.  We  are  even  ignorant  as  yet  in  most  cases  of  either  the 
chemical  or  structural  changes  in  cells  by  which  the  deleterious  action 
of  poisons  is  effected.  This  is  indeed  not  surprising  when  we  reflect 
that  the  processes  which  are  involved  are  of  the  most  subtle  and  com- 
plex nature  and  that  our  knowledge  of  cell  metabolism  even  under  nor- 
mal conditions  is  most  crude  and  fragmentary,  consisting  largely  in 
rather  gross  determinations  of  end-products  and  leaving  out  of  the 
account  the  numberless  molecular  transformations  and  combinations 
through  which  tlie  life  processes  of  the  cell  are  carried  on. 

The  living  body  cell  is  very  nicely  adapted  to  its  normal  environ- 
ment; the  living  bacterium  is  almost  equally  sensitive  to  the  conditions 
under  which  its  metabolism  takes  place.  Thus  it  is  that  w^hen  these 
subtle  organisms  react  upon  each  other,  we  are  wholly  unable  with  our 
present  knowledge  to  follow  the  steps  by  w^hich  the  more  gross  mani- 
festations of  disturbance  which  we  call  disease  are  reached. 

But  there  seems  to  be  abundant  groimd  for  the  belief  that  the  pro- 
tective agencies  which  are  evoked  in  both  natural  and  artificial  immuni- 
zation are  simplv  those  which  the  bodv  makes  use  of  in  its  normal  metab- 
olism,  exaggerated  and  diverted  to  different  ends,  it  is  true,  in  the  face 
of  emergencies  and  the  establishment  of  new  cell  environments,  but 
giving  evidence  of  the  birth  of  no  new  physiological  capacities.' 

Technique. 

Agglutination  Tests. 

For  Micro-Oroanisms. — The  serum  to  be  tested  is  mixed  in  the  proportion  of 
1  CO.  to  9  c.c.  with  0.8-pcr-cent  sodium-chlorid  solution,  making  a  dilution  of  1  :  10, 
and  cleared  from  red  corpuscles  if  necessary  by  filtration.  From  this  solution  various 
dilutions  are  prepared  in  a  diminishing  series,  1  :  20,  1  :  50. 1  :  100,  etc.  These  solutions 
may  l>e  put  into  slender  test  tul)es,  and  to  each  is  added  an  approximately  equal 
quantity  of  a  suspension  in  a  0.5-per-cent  NaCl  solution  of  a  twenty-four-hour-old 
agar  culture  of  the  micro-organism  to  be  tested. 

To  secure  these  dilutions  add  5  to  10  c.c.  of  the  salt  solution  to  the  culture,  dis- 
tribute with  a  platinum  needle,  allow  the  larger  lumps  of  culture  to  settle,  and  pipette 
off  the  turbid  supernatant  portion.    This  suspension  of  the  culture  in  0.5-per-cent  salt 

*  The  hx-pothesis  of  Ehrlich,  which  so  closely  correlates  the  action  of  toxins  with  the 
assimilation  of  nutrient  stuff,  has  led  to  new  conceptions  of  the  details  of  the  relationriiip 
of  foods  transformed  by  the  preliminary'  digestive  process  to  the  material  which  is  finally 
placed  at  the  disix>sal  of  the  cells.  It  isecms  not  unlikely  that  through  the  action  of  the 
cell  rc»reptors  the  footi  material  which  arrives  in  the  body  fluids  may  not  only  be  adapted 
to  the  specific  uses  of  the  cells,  but  that  by  the  formation  of  countless  varieties  of  substances 
analogous  to  the  so-calle<l  "antibo<iies"  of  immunization,  the  cells  are  protected  against 
ec{ually  various  toxic  substances.  If  this  be  true,  the  hope  seems  justified  that  following 
the  lines  of  research  suggested  by  this  new  technique  we  may  be  able  ultimately  to  under- 
stand more  clearly  the  details  of  the  so-called  internal  secretion  and  those  disturbances  of 
chemical  adjustment  which  give  rise  to  many  important  phases  of  auto-intoxication. 
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aolution  is  now  mixed  ^ith  the  diluted  serum  to  obtain  the  recjuisite  proportions.  Thus, 
1  CO.  of  the  1  :  10  serum  mixed  >*'ith  1  c.c.  of  the  suspension  ^ves  a  1  :  20  dilution ;  1  c.c. 
of  the  1  :  10  serum  ^ith  2  c.c.  of  the  suspension,  a  1  :  30  dilution.  These  suspensions  of 
the  culture  in  the  series  of  tubes  of  diluted  serum  are  now  kept  for  from  one  to  twenty- 
four  faoun  at  37^  C.  The  clumps  of  bacteria  when  agglutination  has  taken  place  may 
be  seen  by  a  hand  glass.  The  clumps  oftentimes  sink  in  the  tube  and  the  fluid  becomes 
clear.  For  special  and  for  diagnostic  purposes  more  exact  methods  are  required,  for 
which  see  works  on  bacteriology  or  on  clinical  diagnosis. 

For  Blood  CELiis. — A  demonstration  of  the  agglutinability  of  red  blood  cells 
may  be  made  by  adding  to  a  five-per-cent  dilution  of  defibrinated  blood  in  0.S.5-per-cent 
salt  solution,  a  small  quantity  of  an  aqueous  emulsion  of  ricin.  The  blood  cells  soon 
clump  and  settle,  leaving  the  fluid  clear  and  colorless. 

Precipitin  Test. 

\l'liile  the  precipitin  or  so-called  biological  test  for  human  blood  has  been  sug- 
gested and  used  in  medico-legal  cases  of  importance,  its  limitations  are  not  yet  fully 
determined  and  one  should  not  enter  upon  its  practical  applications  in  cases  of  im- 
portance without  large  experience  of  the  method  and  the  possibilities  of  error. ^ 

For  demonstrative  purposes,  however,  the  technique  is  simple.  A  fragment  of 
blood  clot  to  be  tested  as  to  its  human  origin  is  dissolved  in  a  small  quantity  of  0..5-per- 
cent  salt  solution  and  passed  through  filter  paper  to  sc^cun'  a  cl(>ar  fluid.  To  this  so- 
lution in  a  test  tube  is  added  about  twice  the  quantity  of  the  sc>rum  of  a  rabbit  or  guinea- 
pig  which  has  been  injected  with  successive  doses  of  human  serum.  This  adaptive 
serum  should  have  been  tested  with  a  known  human  scrum  to  insure  its  Reliability. 
Control  tubes  should  be  made  containing  mixtures  of  the  several  ingredients  u.s(.»d  with- 
out the  clot  solution  to  l>e  tested.  The  tubes  are  now  all  kept  for  one  hour  at  37®  C\, 
when  if  the  suspected  clot  is  of  human  blood  the  tube  which  contains  it  will  show  a 
precipitate  while  the  controls  will  n»main  clear.  The  characteristic  precipitate  should 
soon  settle  in  the  tubes,  leaving  the  fluid  clear. 

Hssmolysis  Tests. 

In  comparati\'e  obserx'ations  on  hiemolysis  it  is  convenient  to  make  a  five-per-cent 
dilution  of  defibrinated  blood  with  salt  solution  0.85-per-cent.  One  may  use  narrow 
test  tubes,  .5  mm.  in  diameter,  putting  into  a  series  of  these  1  c.c.  of  the  dilutc'd  blood, 
adding  to  each  the  serum  or  other  hemolytic  agent  to  Iw  tested,  and  filling  up  with 
salt  solution  to,  say,  2  or  2.5  c.c.  The  tubes  are  shaken  and  |)laced  for  an  hour  at  37°  C, 
then  in  an  icebox.  A  control  tube  of  the  blood  in  simple  isotonic  salt  solution  0.S5- 
per-cent  should  accompany  each  series. 

Following  the  suggestion  of  Wright,  tests  for  haemolysis  may  i)e  made  in  capillar^' 
tubes,  each  long  tube  containing  8(?veral  tests  or  dilutions  by  the  intervention  of  a  bubble 
of  air  between  each  segment  of  the  mixed  test  fluid  and  diluted  blood. 

To  Secure  Sterile  Inflammatory  Exudate  Containing  Leucocytes  and  Other 

Living  Cells. 

It  has  been  found  that  the  injection  of  wheat  gluten  into  the  pleural  cavity  of 
rabbits  or  dogs  induces  an  exudative  inflammation,  the  exudate  usually  containing,  at 
the  end  of  twenty-four  hours,  many  living  leucocytes.  licucocytes  secured  in  this  way 
have  been  largely  used  in  determining  the  chemical  character  of  their  cytoplasm.  a.s 
well  as  for  experiments  on  phagocytosis.  The  most  convenient  pR»paration  is  the  so- 
called  akuronal,  a  mealy  food  preparation.  A  convenient  nifthod  is  to  injfct  into  the 
pleural  cavity  10  c.c.  of  a  suspension  of  al(>uronat  in  starch  water  (aleuronat.  5 
grammes;  starch,  1.5  grammes;  water,  100  c.c.V  The  exudate  may  be  nmovcdwith 
a  capillary  pipette  if  small  quantities  only  an*  n^quin»d,  or  the  animal  may  be  sacri- 
ficed if  laiger  quantities  of  the  exudate  an'  necessar\'. 

*  For  technical  and  other  details  of  the  precipitin  test  sceXuttall,  "  Blood  Irninunity  and 
Blood  Relationship,"  p.  381,  1904. 
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Polymorphonuclear  leucocytes  may  also  be  secured  in  considerable  quantity  by 
the  injection  of  10  grammes  of  sterile  bouillon  into  the  peritoneum  of  the  rabbit. 
The  exudate  is  removed  at  the  end  of  twenty-four  hours. 

To  secure  an  exudate  containing  a  preponderance  of  mononuclear  cells  one  may 
mject  into  the  peritoneum  of  the  rabbit  a  solution  containing  1  milligram  of  pilocarpin, 
the  exudate  to  be  removed  at  the  end  of  twenty-four  hours. 

The  Study  of  HsBmophagocytosis. 

If  the  serum  of  rabbits  adapted  by  successive  injections  into  the  peritoneum  to  the 
blood  of  guinea-pigs  be  injected  into  the  peritoneal  cavity  of  guinea-pigs,  after  a  time 
the  peritoneal  fluid  as  well  as  the  spleen  and  other  blood-forming  organs  are  found  to 
contain  various  cells  which  have  ingested  the  erj'throcytes.  The  peritoneal  fluid  may 
be  secured  for  examination  at  various  intervals  by  a  capillary  tube  inserted  into  the 
peritoneal  cavity. 

Ho^mophagocytosis  in  vitro  may  be  studied  by  procedures  similar  to  those  em- 
ployed in  the  study  of  bacteriophagocytosis.  (See  opsonins,  p.  181.)  The  serum  of  an 
animal  adapted  to  alien  blood,  if  lytic,  is  deprived  of  this  power  by  destroying  the 
hemolytic  complement  by  heating  for  half  an  hour  at  60°  C.  A  small  portion,  say, 
0.1  c.c.  of  this  scrum,  is  now  mixed  with  an  equal  quantity  of  a  five-per-cent  suspension 
of  washed  red  blood  cells  in  0.85-per-cent  salt  solution.  To  this  is  added  a  small 
quantity  of  li\'ing  leucocytes  of  man  or  of  the  guinea-pig  or  dog  secured  from  citrated 
blood  or,  in  animals,  from  fresh  aleuronat  exudates  (see  above),  and  the  mixtures  kept 
for  an  hour  at  37°  C.  Smears  are  then  made  and  stained  with  the  Jenner  or  other 
double  stain.* 

To  Collect    Small    Samples    of   Serum    for   Agglutinative,    Precipitin,    or 

HsBmolysis  Tests. 

The  suggestions  of  Wright  are  most  helpful  in  the  technique  of  serum  collection 
in  small  quantities.  The  finger  is  constricted  by  the  handkerchief  or  a  bandage,  not 
tightly  enough  to  stop  the  blood  flow,  but  enough  to  induce  marked  congestion;  and 
the  puncture  is  made  by  a'needle  or  a  fine-pointed  glass.  The  drop  of  blood  as  it  exudes 
is  drawn  into  a  small  capsule  of  the  form  shown  in  Fig.  117,  held  so  that  it  will  act  as  a 
siphon.  When  partly  filled,  the  ends  are  sealed,  first  the  larger  end,  then  as  the  air 
here  cools  the  blood  will  be  drawn  back  from  the  capillary  end,  when  this  is  closed. 
The  tube  is  set  slightly  aslant  for  clotting,  after  which  the  serum  may  be  secured  in 
capillary  pipettes  by  breaking  off  the  larger  end  of  the  capsule. 

The  Method  of  Adaptation  of  Animals  to  Alien  Substances. 

The  adaptation,  or  immunization,  as  it  is  called,  of  animals  to  various  alien  sub- 
stances, sera,  red  blood  cells,  etc.,  in  order  to  secure  lytic  agglutinating  and  precipitating 
substances,  is  readily  accomplished.  For  general  demonstration  purposes  the  rabbit 
is  well  suited.  A  simple  and  effective  method  is  by  intraperitoneal  injection.  The 
lower  left  abdominal  region  is  shaved  and  disinfected  with  lysol.  The  skin  is  punct- 
ured with  a  scalpel  and  the  slightly  blunted  needle  of  the  syringe  is  introduced,  care 
being  taken  not  to  puncture  the  int<»8tine.  Five  c.c.  of  whipped  blood  or  serum, 
warmed  to  body  temperature,  may  be  injected.  On  the  withdrawal  of  the  needle  the 
part  is  dried  and  the  opening  is  sealed  with  tincture  of  benzoin.  There  is  apparently 
no  discomfort  to  the  animal  in  this  procedure.  The  weight  of  the  ftnimivl  may  fall 
slightly  after  the  injection,  but  unless  this  is  considerable  the  dose  may  be  repeated  at 
int«r\'als  of  from  five  to  seven  days,  until  five  or  six  injections  have  been  given.  The 
dosage  in  the  later  periods  may  be  increased,  even  doubled,  if  the  animal  is  in  good 
condition.  After  the  first  three  or  four  injections  a  small  amount  of  serum  may  be 
secured  for  testing  by  opening  one  of  the  ear  veins  after  cleansing  the  part.  The  blood 
may  be  drawn  directly  into  a  Wright  capsule  (see  above),  where  it  is  allowed  to  clot, 

*  Sec  Haktoen,  Jour.  Inf.  Dis.,  vol.  iii.,  p.  434,  1006,  and  also  Jour.  Amer.  Med.  Assoc.,  vol. 
xlvi.,  p.  1407,  1906. 
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and  the  serum  secured.  If  the  animal  is  to  be  sacrificed  to  obtain  a  large  quanitty 
of  the  immune  serum  it  may  be  bled  into  sterilized  receptacles  by  a  glass  cannula  tied 
into  t'  J  carotid  artery. 

The  above  is  only  a  rough  and  general  description  of  the  method  of  securing  adap- 
ti\'e  sera  for  general  purposes  of  demonstration.  For  exact  work  one  must  carefully 
select  animals,  regulate  and  control  dosage,  etc.  For  details  and  many  interesting 
data  consult  Nuitallf  **  Blood  Immimity  and  Blood  Relationship/'  1904. 

Bibliography  of  Recent  Studies  on  Immunity. 

For  an  eariy  admirable  rtsum^  of  inununity  consult  article  by  Weigert,  Lubarsch 
and(.>8tcrtag's*'Ergebnisse"for  1897,  p.  107;  for  a  good  later  summary  see  '•  Infec- 
tion and  Inunimity "  by  Mailer,  1904,  also  RicketVa  "  Infection,  Immunity,  and 
Serum  Therapy,"  1906.  Consult  also  Metchnikofff  "Immunity  in  Infectious  Diseases,'' 
Tninsl.,  1905,  in  which  much  lore  is  gathered  and  many  ingenious  points  of  view  of  the 
author  are  set  forth.  Kolle  and  W assermann' s  **  Hajidhuch  der  Mikroorganismen'' 
contains  excellent  summaries  of  various  phases  of  immunity;  as  does  also  in  more  com- 
pact form  the  '*  Experimentelle  Bakteriologie  "  of  Kollc  and  Iletsch,  1900. 

The  records  of  the  recent  researches  just  summarized  in  cj'tolysia  and  the  applicar 
lion  of  Ehrlich's  "side-chain"  hypothesis  are  widely  scattered  through  the  Clennan, 
French,  and  English  technical  periodicals.  The  most  important  of  the  studies  of 
Ehriich  and  his  associates  in  this  field  are  collected  in  the  "  G(>summelte  Arbeiten  zur 
Immunity tsforschung,"  Ehriich,  1904,  English  Transl.  by  Bolduan,  1906. 

The  sunmiary  of  Aschoff  ("Ehrlich's  Seitenkcttentheorie  und  ihrc  Anwendung  auf 
die  kUnstliche  Immunizienmgsprozesse,"  S^eitschrift  fiir  allgcmeiuc  Physiologic,  Bd.  i., 
Heft  3,  1902)  is  most  complete  and  contains  a  full  bibliography.  The  monograph  of 
r.  Dungem  ("Die  Antikftrper,"  1903)  contains  much  valuable  material. 

In  English,  the  Huxley  Lecture  by  Welch  ("Recent  Studies  of  Immunity,"  re- 
printed in  the  Medical  News,  Octoi)er  18th,  1902;  and  in  Science,  Novemi>er  21st  and 
28th,  1902),  is  admirable,  and  deals  with  especial  fulness  with  toxins  and  their  relation- 
ship to  various  important  pathological  processes. 

Ritchie^ 8  discussion  of  the  subject  (The  Journal  of  Hygiene,  vol.  ii.,  Nos.  2,  3,  and 
4,  1902)  treats  in  a  clear  and  philosophical  fashion  the  facts  and  hypothesis  involved, 
and  contains  many  valuable  suggestions  for  further  n»search.  The  excellent  summary 
of  Ernst,  "Modem  Theories  of  Bacterial  Immunity,"  1903,  contains  original  sug- 
gestions for  the  graphic  representation  of  the  reactions. 

The  English  translation  of  Wassermann's  rtsum^,  "Immune  Sera,"  etc.,  1904,  is 
good.     See  also  NuttdWs  book,  "  Blood  Immunity  and  Blood  Relationship,"  1904. 


CHAPTER  IX. 

THE  INFECTIOUS  DISEASES. 
Oeneral  Considerations. 

In  the  study  of  the  infectious  diseases  it  is  especially  important  to 
bear  in  mind  that  the  abnormal  processes  through  which  the  disturbances 
incited  by  micro-organisms  are  manifested  are  processes  of  the  body  cells 
and  not  processes  of  the  micro-organisms.  The  micro-organisms  do 
indeed  incite  the  train  of  phenomena  by  which  the  disease  is  mani- 
fested, and  the  nature  or  *^  species  "  of  the  micro-organism  may  largely 
influence  the  character  of  the  phenomena,  but  the  stored-up  energy 
which  is  released  in  tliis  manifestation  is  body-cell  energy  and  not  that 
of  microbic  metabolism.  The  microbes  are  excitants  of  disease,  but 
the  disease  is  a  performance  of  the  body  cells.  If  these  obvious  con- 
siderations be  held  in  view,  it  will  be  convenient  in  considering  certain 
of  the  infectious  diseases  to  use  the  familiar  and  much-abused  term 
"  specific  ''  as  indicative  of  those  phases  of  abnormal  body-cell  per- 
formance which  are  apt  to  occur  in  characteristic  ways  in  response  to 
special  forms  of  microbic  stimulus.  Thus  the  poisonous  substances 
which  the  tubercle  bacillus  builds  up  out  of  the  organic  material  upon 
which  it  feeds  are  in  part  such  as  exert  a  peculiar  influence  upon  con- 
nective-tissue cells,  leading  to  their  proliferation  and  the  temporary 
formation  of  new  tissue — the  tubercle.  This,  together  with  associated 
action  of  the  same  or  other  metabolic  products  of  the  living  bacillus, 
forms  a  group  of  lesions  and  disturbances  which  is  characteristic  of  the 
action  of  the  tubercle  bacillus  in  the  bodv.  In  this  sense  tuberculosis 
is  a  **  specific  ''  disease.  On  the  other  hand,  the  poisons  eliminated  by 
the  tu])ercle  bacillus  may  incite  responses  on  the  part  of  the  body  cells 
which  are  practically  identical  with  those  which  many  other  toxic  sub- 
stances, both  of  bacterial  and  of  other  origin  induce — fever,  degeneration, 
etc.  These  manifestations  of  the  action  of  the  tubercle  bacillus  upon  the 
living  body  cells  are  not  ^^  specific.** 

In  our  study  of  the  individual  infectious  diseases  we  shall  encounter 
many  examples  of  this  variety  in  the  effects  which  pathogenic  bacteria 
induce — the  more  characteristic  on  the  one  hand,  and  on  the  other  the 
more  general  responses  which  the  body  cells  make  to  deleterious  agents. 

Classification  of  the  Infectious  Diseases. — It  is  common  to^oup  dis- 
eases either  from  the  clinical  or  the  morphological  or  the  etiological 
standpoint.  But  a  complete  rational  classification  of  disease  is  not  at 
present  possible,  because  in  very  few  diseases  have  we  even  an  approxi- 
mately complete  knowledge  of  the  symptoms,  the  excitants,  or  the 
morphology  of  the  lesions. 
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In  the  infectious  diseases  as  we  now  define  them,  the  excitant  is 
definite  and  in  many  cases  known,  but  a  classification  based  upon  the 
character  of  the  excitants  alone  would  be,  as  Martins  has  urged,  a  classi- 
fication of  the  micro-organisms  and  not  a  classification  of  the  diseases^ 
If  every  micro-organism  capable  of  exciting  disease  always  met  in  the 
body  a  similar  response,  the  matter  would  be  comparatively  simplo. 
But  the  fact  that  the  responses  of  the  body  cells  to  bacterial  invasion  are 
exceedingly  varied,  and  that  dissimilar  organisms  may  evoke  similar 
responses,  renders  a  simple  etiological  classification  even  of  the  infectious 
diseases  unsatisfactory,  if  not  impracticable.  Thus  it  is  that  it  is  con- 
venient to  consider  the  infectious  diseases  in  part  together,  in  part  in 
connection  with  the  special  organs  in  which  their  more  common  and 
characteristic  lesions  are  manifested.  Such  a  classification  of  the  in- 
fectious diseases  as  is  here  made  is  based  in  part  upon  similarity  of 
lesions,  in  part  upon  the  relationships  of  the  micro-organisms  concerned, 
and  may  wisely  l^e  regarded  only  as  a  convenient  form  of  catalogue. 

Groups  of  Bacterial  Disease-Excitants. — One  of  the  interesting  results 
of  the  later  studies  of  bacteria  and  their  associations  with  the  infec- 
tious diseases  is  the  discovery  that  many  micro-organisms  which  have 
been  proved  to  be  excitants  of  disease  in  men  or  in  lower  animals  are 
closely  related  to  forms  which  are  not  pathogenic.  So  that  we  now 
recognize  many  bacterial  groups  which  we  are  wont  to  characterize 
by  the  name  of  the  pathogenic  representative.  Thus  there  are  staphy- 
lococcus and  streptococcus  groups  of  closely  similar  organisms,  most 
of  them  harmless  to  man.  There  is  the  colon-bacillus  group,  embrac- 
ing many  closely  related  forms  difficult  to  identify.  The  tubercle-bacil- 
lus group,  the  diphtheria-bacillus  group,  the  actinomyces  or  strepto- 
thrix  group,  are  other  examples  of  this  relationship.  The  more  these 
related  forms  are  studied,  the  more  evident  it  l)ecomes  tnat  in  verv 
slight  physiological  variations  may  lie  the  difference  between  patho- 
genic and  non-pathogenic  forms,  and  that  equally  slight  variations  in 
the  susceptibility  of  the  host  may  be  of  corresponding  significance. 

In  the  arrangement  and  associations  of  the  infectious  diseases  con- 
sidered in  this  section,  the  existence  of  these  bacterial  groups  will  be 
frequently  recognized. 

SXTPFU&ATIVE  AND  AliLIED   FORMS  OF  INFLAMMATION. 

We  have  seen  in  an  earlier  part  of  this  book  that  in  various  kinds  of 
injur}"  in  the  living  tissue  there  may  be  a  series  of  responses  on  the 
part  of  the  body  cells  which  constitute  or  give  rise  to  the  phenomena  and 
lesions  of  inflammation.  One  of  these  forms  of  tissue  response  to  in- 
jury is  ca^ed  suppurcUion  or  suppurative  inflammation. 

We  have  seen  that  the  characteristic  feature  of  suppurative  inflam- 
mation is  the  collection  at  or  near  the  scat  of  injury  of  leucocytes,  mostly 
of  the  polymorphonuclear  type.  These  leucocytes,  attracted  through 
chemotaxis,  emigrate  from  the  smaller  vessels  and  gather  in  the  tissues. 
Here  through  their  phagocytic  powers  they  may  directly  or  indirectly  de- 
13 
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stroy  living  micro-organisms;  by  lytic  substances  which  they  elaborate, 
they  may  soften  and  remove  dead  tissues  (see  p.  104);  or  they 
may  themselves  succumb  to  the  action  of  poisons  or  other  local  con- 
ditions inimical  to  their  life.  While,  to  a  limited  extent,  a  suppurative 
inflammation  can  l)e  incited  by  chemical  agents,  such  as  ammonia, 
turpentine,  etc.,  in  most  cases  it  is  incited  and  sustained  by  micro- 
organisms or  by  poisons  which  these  micro-organisms  set  free  as  the 
result  of  their  own  metabolism  or  by  the  decomposition  of  substances  in 
the  tissues  or  the  tissue  fluids. 

Before  considering  in  detail  the  characteristics  of  the  various  forms 
of  micro-organisms  which  may  act  as  excitants  of  suppurative  inflam- 
mation, it  is  necessary  for  us  to  survey  the  various  phases  which  this 
process  presents  under  different  conditions. 

Phases  of  Suppurative  Inflammation. — In  the  flrst  place  while  the 
emigration,  proliferation,  and  gathering  of  leucocytes  are  the  most  char- 
acteristic features  in  this  form  of  inflammation,  these  are  always  associ- 
ated with  the  accumulation  of  more  or  less  fluid  transudate  from  the 
blood-vessels  and  often  with  the  formation  of  fibrin.  These,  the  leu- 
cocytes, the  serum,  and  the  fibrin,  constitute  the  exudate.  Further- 
more, associated  with  the  accumulation  of  the  exudate  there  may  be 
albuminous  degeneration  and  necrosis  of  cells  and  tissue  of  the  affected 
part  or  of  the  formed  elements  of  the  exudate  itself.  Finally,  a  pro- 
liferation of  the  fixed  cells  of  the  affected  region,  connective-tissue 
cells,  endothelium,  etc.,  frequently  accompanies  the  exudative  phases 
of  inflammation  and  may  dominate  the  processes  when  regeneration 
and  repair  are  under  way  (see  p.  73). 

Although  the  processes  involved  are  essentially  the  same,  it  has  been 
found  convenient  to  attach  special  names  to  various  topographic  forms 
of  suppurative  inflammation,  the  differences  depending  largely  upon  the 
origin,  situation,  extent,  and  complications  of  the  primary  lesion,  some- 
what, however,  upon  the  qualities  fixed  or  variable  of  the  infecting 
micro-organism.  Thus  a  suppurative  inflammation  involving  the  serous 
surfaoes  and  resulting  in  the  accumulation  of  a  purulent  exudate  in  the 
serous  cavities,  such  as  the  pleural  and  the  pericardial,  is  called  em- 
pyema. An  exudative  inflammation  of  the  mucous  membranes  with  a 
marked  emigration  of  leucocytes  from  the  vessels  of  the  submucosa  is 
called  a  purulent  catarrh  or  blennarrhcea. 

Pustules  are  superficial  collections  of  purulent  exudate  in  the  skin. 

Funmcle. — A  furuncle  is  an  acute,  circumscribed,  suppurative,  and 
necrotic  inflammation  of  the  skin,  the  necrosis  commonly  involving  a 
central  plug  or  core.  Furuncles  are  usually  incited  by  Staphylococcus 
pyogenes  aureus,  rarely  by  Streptococcus  pyogenes.  They  are  common 
on  the  neck,  back,  buttocks,  perineum,  and  axilla.  Diabetes,  marasmus, 
and  obscure  nutritional  disturbances,  often  associated  with  worry  and 
overwork,  seem  to  predispose  to  this  form  of  infection.  The  invasion 
of  the  staphylococcus  is  usually  through  the  sebaceous  glands  and  hair 
follicles.  Furuncles  may  be  experimentally  induced  by  rubbing  cult- 
ures of  staphylococcus  over  the  intact  skin. 
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From  the  seat  of  infection  the  inflammation  extends  outward  and 
in  depth  to  a  varj'ing  extent.  The  tissue  becomes  hard  from  infiltra- 
tion of  the  tissue  intei-stices  with  fluid  and  leucocytes,  by  the  swelling 
of  the  stroma  and  connective-tissue  cells  (Fig.  118).  The  vessels  are 
congested  and  the  central  portions  become  more  or  less  necrotic,  with 
gradual  liquefaction  of  the  tissue  and  the  development  of  pus.  Lym- 
phangitis and  hyperplasia  of  the  associated  lymph-nodes  may  accompany 
furuncles. 

Carbuncle. — If  the  infection  of  several  contiguous  hair  follicles, 
either  immediately  or  in  rapid  succession,  takes  place,  so  that  several 
centres  of  necrosis,  with  surrounding  areas  of  exudative  inflammation, 
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Fig.  118. — Section  of  a  Boil — Furuncle.     Siiowino  the  IIki>  and  Swollen  Aitea. 

On  the  left  the  connective-tissue  cells  are  swollen  and  proliferated  and  the  lyinph-Hpaces 
distended  with  fluid.     Nearer  the  centre  of  the  boil  the   counective-ti.ssue  spacus  are 
infiltrate^l  with  pus  and  the  fibrils  of  the  stroma  swollen. 

merge,  the  resulting  le.sion  is  called  carhmich.  The  process  is  essentially 
similar  to  that  involved  in  furuncle,  Init  usually  more  severe  and  ex- 
tensive.    Carbuncle  is  common  on  the  neck,  back,  and  face. 

A  diffuse  infiltration  of  the  subcutaneous  or  deep  fibrous  tissue. 
muscle  tendon,  periosteum,  or  of  the  intei-stitial  tissue  of  the  viscera, 
with  exudate,  is  called  jMajmon.  If  in  this  phlegmonous  inflammation 
there  be  much  serous  fluid  associated  with  the  cell  accumulation,  as  is 
commonly  the  case  in  the  earlier  stages  of  the  process,  the  condition  is 
often  named  purulent  cedema.  When,  on  the  other  hand,  there  is  a 
more  or  le.ss  circumscribed  collection  of  purulent  exudate  in  the  depth 
of  the  ti.s3ues  or  organs,  associated  with  necrosis  and  fluidification  of 
the  tissues  involved,  it  is  customary  to  call  the  result  of  the  process  an 
abscess. 

In  some  cases  of  exudative  inflammation,  particularly  those  in- 
volving the  serous  surfaces,  the  exudates  often  occur  together  in  the 
mo.sl  variable  proportions;  they  are  formed  under  the  influence  of 
the  same  agents,  and  frequently  an  exudate  at  first  simply  serous  in 
character  becomes  fibrinous  or  purulent  or  ))oth  together. 
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Pus  and  Pus  Cells. — II  will  thus  be  seen  Ihitt  the  exudate  which  ia 
formed  in  suppurative  inflammation  varies  (.■onsideral)ly  in  its  composi- 
tion and  structure.  Primarily,  pus  consists  of  an  albuminous  fluid 
containing  leucocytes,  some  mononuclears,  most  of  them  polymor- 
phonuclears {Fig.  119).  While  the  exu- 
date is  in  the  tissue  and  the  conditions 
are  favorable,  these  cells  may  be  alive 
and  without  structural  abnormalities. 
But  often,  and  especially  in  accumula- 
tions, they  present  various  phases  of  de- 
generatiori^albuniinous  or  fatty — or  of 
necrosis  and  disintegration.  It  is  on  ac- 
count of  their  relative  frequency  and 
abundance  in  purulent  exudates  that  the 
leucocytes  are  regarded  par  excellence  as 
pus  cells.  But  other  cells,  as  we  have 
seen,  may  be  present  in  pus;  thus  in  in- 
flammation of  t  he  serous  membranes,  such 
as  the  periloiicum.  pleura,  etc.,  the  exfo- 
liated and  proliferated  meaothelial  cells  may  furnish  no  small  part  of  the 
cellular  content  of  the  exudate.  Red  blood  cells,  detached  and  young 
connective-tissue  cells  formed  from  the  old  and  capable  of  emigratloD 
and  endothelial  cells  may  be  present  in 
considerable    numlwr.      In    inflamma-  ,-r 

tion  of  the  mucous  membranes,  also,  '         '    >  . 

the  epithelial  cells,  either  new-formed  "*?        '    . 

or  simply  exfoliated,  may  lie  abundant.  "^^i-.'    ■-.  , 

Furthermore,  pus  may  contain  a  vari-  i      ^.;*  '._ 

ety  of  chemical  substances  and  formetl  ^  A  "••^-f 

elements  depending  upon  the  place  of  **T.*-  '*' 

its  formation  or  accumulation.     Thus  ^  ^(t^  * 

mucus,  fibrin,  cell  and  tissue  detritus,  •» 

fat,   and  micro-orpanisnis   may  be  in- 
termingled with  the  pus  cells. 

Ulcers — in  whatever  way  originat- 
ing (.see  p.  58) — may  l>e  the  seat  of 
3uppurati«m,  the  exudate  passing  off 
upon  the  free  surfaces. 

The  bacteria  which  are  found  in  the 
various  phases  of  suppurative  inflam- 
mation may  lie  free  in  ttie  interstices  Fia.  120.— 
of  the  tissue  with  the  exudate,  or  they  eneb  ackeu 
may  be  in  part  within  the  cells  which  Ki»NEr. 
have  gathered  about  them  {Fig.  120). 
Both  within  and  without  the  cells  the  bacteria  may  present  those  struct- 
ural alterations  which  denote  their  death  and  degeneration  in  the 
struggle  for  existence  to  which  the  two  forms  of  living  beings,  the 
microbes  and  the  body  cells,  are  subjected  under  the  conditioiis  which 
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mark  infection.  The  local  and  systemic  reaction,  on  the  other  hand, 
and  the  cell  necrosis  which  so  frequently  follows  the  growth  of  microbes 
in  the  hody  are  expressions  of  an  unfavorable  environment  to  which  the 
l>ody  ceils  ks  individuals  and  the  body  as  a  composite  organism  are  sub- 
jected, and  to  which  they  may  successfully  react  or  under  unfavorable 
conditions  may  succumb.* 

In  the  softening  of  tissue  involved  in  the  development  of  abscesses, 
as  well  as  in  the  removal  of  exudates  by  absorption  it  is  probable  that 
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Fio.  121. — Focal  Xkckosis  in  the  Livku  in  Pn-ki'Monia. 
Sho^'ing  the  local  effect  of  a  toxin  circulating  in  the  blood  in  iox<mna. 

the  solution  of  the  formed  elements  of  the  tissues  is  accomplished  by 
the  development  of  lytic — autolytic — substances  (see  p.  lOo).- 

Toxaemia. — While  the  various  forms  of  exudative  inflammation  are 
more  or  less  circum.seribed,  the  soluble  toxins  which  are  formed  at  the 
seat  of  local  bacterial  growth  may,  without  the  dispersion  of  the  germs 
them.selves,  be  diffused  through  the  blood  and  the  other  fluids  of  the 
body,  giving  rise  to  the  symptoms  and  lesions  of  toxic mia — fever  (see 
p.4r2)  and  various  other  forms  of  functional  disturbance,  albuminous 
degeneration  of  the  viscera,  focal  necroses,  petechial  haemorrhages,  hajmo- 
lysis,*  thrombosis,  leucocytosis,  chromatolysis  of  the  ganglion  cells,  etc. 

'  For  an  exhaustive  review  of  suppurative  inflainmntioii  from  the  nunleni  stnn(i|Miint. 
with  biblir>grBphy,  consult  Janowski,  Ziegler's  "BeitrtiKc  zur  jMith.  Anatoiuii-."  etc.,  lid. 
XV.,  p.  128,  1804. 

-  For  fuller  reference  to  removal  of  exudates  by  autolysis  see  p.  105. 

'  For  a  summary  of  facts  n^latiuK  to  the  luemolytie  f>ower  of  various  spi'fies  tif  hac- 
leria  see  Pribram,  foot-note,  p.  201. 
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Of  these  alterations  in  the  body,  which  are  of  frequent  occurrence  in 
manv  forms  of  toxaemia,  whether  induced  bv  bacterial  or  other  kinds  of 
poisons,*  the  only  ones  which  demand  special  notice  here  are  the  focal 
necroses.  These  usually  small,  often  sharply  circumscribed  areas  of 
dead  tissue^  may  be  present  in  any  of  the  viscera,  but  are  often  most 
abundant  and  conspicuous  in  the  liver  (Fig.  121).  They  vary  con- 
siderably in  appearance,  depending  upon  the  stage  of  the  tissue  in- 
volvement. The  cells  in  the  affected  area  mav  be  swollen,  the  evto- 
plasm  more  transparent  than  normal,  while  the  nuclei  may  remain 
unstained  with  the  usual  dyes  or  show  various  phases  of  fragmentation 
or  disintegration;  or  they  may  disappear  altogether.  Again,  the  cells 
in  the  involved  areas  may  become  more  coarsely  granular  than  is  nor- 
mal, may  undergo  a  change  similar  to  that  seen  in  coagulation  necrosis, 
and  with  destruction  of  the  nucleus  may  form  deeply  staining,  irregular 
clumps  or  masses,  or  may  disintegrate. 

Associated  with  or  following  these  changes  there  may  be  a  gathering 
of  leucocvtes  about  and  within  these  necrotic  areas,  so  that  the  foci 
may  present  the  appearance  of  little  abscesses  or  masses  of  lymphoid 
tissue.  Finally,  these  necrotic  areas  may  undergo  repair  and  be  re- 
placed by  small,  spheroidal,  young  connective-tissue  cells,  granulation 
tissue,  or  finally  bv  small  masses  of  cicatricial  tissue.' 

Septicaemia  and  Pyaemia. — Bacteria  as  well  as  their  toxins  may  be 
distributed  from  a  local  portal  of  entry  or  an  infected  region  throughout 
the  body,  not  only  inciting  general  functional  and  structural  changes, 
but,  when  the  bacteria  lodge  in  various  situations,  giving  rise  by  new 
local  proliferation  to  fresh  foci  of  inflammation. 

It  is  customary  to  designate  a  pathological  condition  in  which 
bacteria  as  well  as  their  toxins  are  distributed  through  the  body  by  the 
blood  and  lymph  channels,  as  septiccemia}  When  fresh  suppurative 
foci  develop  as  the  result  of  this  distribution,  the  condition  is  called 
pycemia. 

The  terms  8eptic(vmia  and  pyccmia  are  survivals  of  a  nomenclature 
adapted  to  the  period  before  the  nature  of  the  excitants  of  infectious 
disease  was  definitely  known.  The  manifestations  of  septicaemia  were 
then  attributed  to  the  presence  of  putrid  material  in  the  blood.  Pyaemia 
expressed  the  belief  that  the  lesions  characterizing  this  condition  were 
due  to  the  presence  of  pus  in  the  blood.  The  term  bactericemia  is  some- 
times and  more  correctly  used  to  indicate  the  presence  of  bacteria  in  the 

'  See  for  effectA  of  abrin  and  ricin  intoxication,  Flexner,  Journal  of  Exp.  Med.,  vol. 
ii.,  p.  197,  1897;  al«o  MtUler,  Ziegler's  "Beitrage,"  Hd.  xxvii.,  p.  331,  1900,  bibl. 

^  It  seems  probable  that  this  marked  localization  of  the  action  of  a  soluble  poison  in 
the  tissue  fluids  may  be  due  to  some  local  vulnerability  or  susceptibility  induced  perhaps 
by  limited  vascular  disturbance  or  by  nutritional  defects  otherwise  induced.  In  some  in- 
stances local  necrotic  foci  may  be  due  to  agglutinative  thrombi  (see  p.  25). 

'  For  a  comprehensive  study  of  focal  necrosis  and  other  associated  lesions  in  certain 
forms  of  toxiemia  consult  the  excellent  study  of  Flexner,  "  The  Pathology  of  Toxalbumin 
Intoxiration,"  Johns  Hopkins  Hospital  Reix)rt.s,  vol.  vi.,  p.  259,  1897,  bibl. 

•  The  mere  presence  of  a  moderate  or  even  of  a  large  number  of  bacteria  in  the  blood 
does  not  of  itself  indicate  septicaemia,  since  the  protective  mechanism  of  the  body  suffices 
under  usual  conditions  for  the  disposal  of  such  an  invasion.  See  ref.  to  Subinfection,  foot- 
note, p.  150,  and  to  Schwarz,  foot-note,  p.  150. 
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blood,  but  the  old  words  wttb  their  new  implications  and  limitations  are 
still  commonly  employed.' 

The  term  pyamia,  as  will  be  seen,  indicates  a  clinical  and  anatomical 
phase  of  septicaemia. 

The  new  foci  of  suppuration  in  pyaemia  are  called  metastatic  ab- 
scesses, and  in  distribution  these  may  bear  an  obvious  relationship  to 
the  seat  of  the  primary  lesion.  Thus,  in  suppurative  processes  in  the 
intestinal  tract,  metastatic  abscesses  are  lial»!e  to  occur  in  the  liver. 
From  suppurations  in  the  skin,  bones,  muscles,  etc.,  infectious  emboU 
may  be  transmitted  to  the  lungs  and  lead  to  infarctions  and  abscess; 
or.  passing  these  organs,  the  germs  may  induce  multiple  abscesses  in 
the  kidneys  and  in  other  viscera. 

It  should  be  remembered  that  the  point  of  introduction  into  the 
body  of  the  offending  germs  may  be  wholly  concealed  and  not  associated 
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with  any  form  of  demonstrable  external  lesion.  This  is  often  called 
erypto-genetic  pyamia  or  septwo-pytemia. 

After  death  from  septiccemia  and  pyaemia  there  is  a  considerable 
variety  in  the  post-mortem  appearances. 

There  are  cases  in  which  there  are  no  recognizable  gross  lesions. 

There  are  cases  characterized  by  early  post-mortem  decompositions: 
post-mortem  staining  of  the  tissues;  congestion  of  the  lungs,  stomach, 
intestines,  and  kidneys;  extravasations  of  blood  in  the  serous  mem- 
branes;   swelling  of  the  solitary  and  apminatcd  lyinph-nodutes  in  the 


■  It  )uu  long  bem  known  that  perrani  n'hn  havp  r<v 
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frrrr.  traunuitie  Itver,  ntppurativc  ftver,  puerpnal  fircr. 
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small  intestine;  swelling  of  the  spleen  and  albuminous  degeneration  of 
the  liver  and  kidneys:  chromatolysis  of  the  ganglion  cells  of  the  brain 
and  cord. 

There  may  be  localized  inflammations.  The  joints  and  the  tissue 
about  them,  the  pleura,  the  pericardium,  the  endocardium,  the  peri- 
toneum, the  pia  mater,  and  the  connective  tissue  in  different  parts  of 

the   bodv  mav  be  inflamed.     These  local  inflam- 

^VS&k  mations  are  usually  purulent,  except  in  the  serous 

AJfi'^  membranes,    where    the    principal    inflammatory 

•^••'^*  product   may  be  fibrin  (Fig.  122).     The  veins  in 

the  neigh])orhood  of  the  wound  mav  contain  sotx- 
JccvT'JToTkV^^^^  ^^e^^»  purulent  thrombi,  without  'infarctions  in 
ArREU8.  the  vi.scera,  while  there  may  be  inflammation  of 

From  a  bet»f-ti'a culture,      the  joiuts  and  scrous  membranes.     On  the  other 

hand,  with  the  venous  thrombosis  there  may  l>e 
infarctions  and  abscesses  in  the  viscera:-  local  inflammations  of  the 
joints  and  serous  membranes  may  be  present  or  absent.  While 
thrombi  are  often  formed  in  the  veins  near  the  wound,  they  may  \ye 
situated  in  veins  at  a  distance,  and  sometimes,  although  infarctions 
and  abscesses  ])e  present,  no  thrombus  can  be  discovered.  The  veins 
may  be  distended  ])v  the  thrombi  or  contain  only  small  coagula.  The 
different  kinds  of  thrombi,  and  the  varieties  of  emboli  and  infarctions 
which  they  produce,  are  described  in  the  section  on  Thrombosis,  p. 
2o.  Leucocytosis  usually  accompanies  pvipmia  and  septicaemia  as  well 
as  the  suppurative  process  with  which  they  are  associated.  Studies 
of  the  ])loo(l  in  various  forms  of  septicaemia  are  numerous  and  instruc- 
tive, ))ut  we  cannot  consider  them  here.* 

Various  lines  of  research  on  minute  changes  in  cells  which  bacterial 
and  other  poisons  may  induce,  justify  the  expectation  that  more  and 
more  we  shall  be  able  to  associate  characteristic  groups  of  symptoms  in 
toxiemia  and  septicaemia  for  which  there  is  now  no  morphological  basis, 
with  well-defined  cell  alterations.  Among  the  most  striking  of  the 
toxic  cell  lesions  thus  far  studied  in  septicaemia  and  bacterial  toxaemia 
are  those  involving  the  cytoplasm  of  the  ganglion  cells  (see  Nervous 
System). 

THE    PYOGENIC    BACTERIA. 

While  many  species  of  microbes  are  capable  under  favorable  condi- 
tions of  inciting  suppuration  and  other  forms  of  exudative  inflamma- 
tion and  mav  when  thev  or  their  toxins  are  disseminated  in  the  bodv 
give  rise  to  toxaemia,  septicaemia,  and  pyaemia,  there  are  two  forms 
which,  on  account  of  their  early  discovery,  and  their  relative  frequency, 
are  commonly  considered  as  }>ar  excellence  '* pyogenic''  bacteria.  These, 
which  arc  called  Staphylococcus  and  Streptococcus^  we  shall  consider 
first. 

'  Consult  White,  Jour,  of  Exp.  Mod.,  vol.  iv.,  p.  425,  1899;  also  Adami,  Jour,  of  the  Am. 
Med.   Assn.,  Dec.  16th  and  23d,   1899.     Both  have  bibliography.     See  also  KoUe  and  ir 
sermann,  "  Mikroorganlsnien." 
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Characters  of  Staphylococcus  Pyogenes. 
The  Slaphyloeareiit  pyogenra  aarevg  {Micrococcus  pyogenes  aureuB)  (Fig.  123)  is  a 
niatively  small  coccus,  the  individuals  varying,  however,  considerably  in  size  (0.7  to 
I.'J  It  iD  diameter).  In  its  growth  it  does  not  show  a  characteristic  grouping,  but  grows 
in  irregular  masses  and  hcapa  (the  somewhat  crude  resemblance,  when  studied  under 
»  cover-glasB,  to  a  bunch  of  grapes  gave  rise  to  the  (^neric  name) ;  sometimes,  however, 
p«ira  and  ;>n)Upe  of  four  or  short  rons  of  the  cocci  are  seen.  The  genn  is  readily  stained 
by  the  onilin  dyes,  and  does  not  lose  its  color  in  Ciram's  method  of  staining.  It  does 
not  show  spontaneous  movement,  and.  like  other  spheroidal  fonus,  does  not  appear 
to  develop  spores.  It  is  quite  t<-nacious  of  vitality,  tiur\'iving  long  drj'in^  and  degrees 
of  beat  and  cold  and  an  exposure  to  chemical  bactericides  to  which  many  pathogenic 
gemui  readily  succumb.  It  grows  well  at  ordinary  room  temperature  in  such  artificial 
culture  media  as  Dutrient-gelatin,  agar,  beef  tea.  and  milk,  and  on  potatoes,  forming 


Fio.  124. — Ikfectiv: 

The  dark  bodieii  in  the  imtral  part  aro  maHsox  nf  i 
and  gmirn  there.  Around  these  is  an  area  ii(  tii'criisis  in 
by  tlie  micTO-oritsninms.  Outsideof  thie necrotic — liglite 
tratioD:  the  leufocytea — pus  cells — having  gslhercd  here  around  tlie  dead  liasue, 

■DEMwhat  voluminous  masses  of  culture.  It  mpidly  fluidifies  gelatin  through  the 
fonn»tion  of  a  ferment,  it  coagulates  milk,  and  in  the  various  media  develops  a  yellow- 
illi-whit«  or  a  deep  golden-yellow  color,  whence  its  specific  name,  avreun.  and  its  com- 
mon name,  "golden  coccus."  Its  color-producing  capacity  is  subject  to  wide  varia- 
tion. Staphylococcus  pyogenes  iiureus  '  forms  in  old  cultures  a  ho-molytic  siilistance 
wbicb  may  be  demonstrated  in  plate  cultures  niixed  with  red  blood  cells  (Fig.  127) 
or  in  tubes  containing  the  washed  corpuscles  to  which  filtrates  of  old  bouillon  rultures 
have  been  added. 

'  For  a  Bluily  of  the  bacterial  lijcmolyflins  see  Pribram,  Koile  and  Wassermann,  "  Mikmir- 
■     "  heft,  p.  291,  1900. 
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Effects  of  staphylococcus  Pyogenes  in  the  Body.--The  virulence  of 
cultures  of  Staphylococcus  pyogenes  obtained  from  different  sources 
varies  considerably,  but,  in  general,  suppuration  is  not  readily  induced 
in  the  lower  animals  by  its  subcutaneous  injection.  Liability  to  sup- 
puration is  greatly  increased  by  mechanical  or  chemical  injury  to  the 
tissues  with  which  the  germ  is  brought  in  contact.  Injection  of  a  viru- 
lent culture  into  the  ear  vein  of  the  rabbit  is  usually  followed  by  multi- 
ple aljscesses  in  the  kidnevs  and  muscles,  bv  suppuration  of  joints,  etc. 
{Fig.  124). 

In  man  this  coccus  grows  readily  and  rapidly,  and  may  induce  necro- 
sis and  exudative  inflammation,  especially  the  suppurative  phases  (Fig. 


BS^I 


mmsm 


Fig.  125. — Maimes  of  Micbococci 
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125).  The  lesions  which  it  induces  are  apt  to  l>e  circumscribed,  but  it 
may  induce  septica-mia  and  pyemia.  It  may  induce  pustules,  boils, 
and  abscesses,  and  various  suppurative  inflammations  of  the  visceral 
and  serous  membranes,  joints,  bones,  endocardium,  etc.  These  effects 
may  be  induced  by  the  staphylococcus  alone  or  by  it  in  association 
with  other  species  of  germs.  It  is  frequently  associated  with  Strepto- 
coccus pyogenes. 

Staphylococcus  pyogenes  aureus  incites  these  changes  in  the  body 
in  virtue  of  certain  toxins  or  toxalbumins  which  are  produced  as  the 
result  of  its  metabolism,  and  which  are  either  at  once  set  free  or  stored 
up  in  the  body  of  the  germs — endotoxins — until  their  release  by  dis- 
integration after  the  death  of  the  2;?rms.  The  special  power  of  the 
staphylococcus  to  cause  the  gathering  of  leucocytes  is  apparently  due 
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to  the  marked  chemotaxic  powers  of  some  of  the  proteid  substances  in 
its  protoplasm. 

In  its  growth  in  the  body  staphylococcus  may  lead  to  the  develop- 
ment of  hflemolytie,  agglutinative,  leucolytic,  and  opsonic  substances. 

Portals  of  Entry. — It  may  enter  the  body  through  wounds,  small  or 
large,  of  the  skin  or  mucous  membranes,  through  sweat  and  sebaceous 
glands  and  hair  follicles,  and  sometimes  through  uninjured  surfaces. 
In  many  cases  its  mode  of  access  is  not  evident.^  While  usually  this 
germ  dies  in  the  body,  it  may  remain  for  a  long  time  alive. 

Sources. — It  is  widespread  in  inhabited  regions,  especially  in  towns, 
being  frequently  foun^  on  the  surface  of  the  body,  and  in  the  saliva,  par- 
ticularly of  those  with  acute  or  chronic  catarrh  of  the  upper  air  pas- 
sages. As  the  result  of  the  filthy  habit  of  indiscriminate  pul)lic  spitting 
and  unguarded  sneezing,  it  is  common  in  the  dust  of  hospitals,  houses, 
towns,  public  conveyances,  and  places  of  public  assembly.-  It  is  prol> 
able,  however,  that  the  larger  part  of  the  acute  staphylococcus  infections 
are  incited  by  organisms  derived  directly  or  indirectly  from  others 
alreadv  infected. 

Susceptibility. — In  man  there  may  be  a  suscepti))ility  to  Staphy- 
lococcus pyogenes  associated  with  a  general  disease,  diabetes  for  example. 
On  the  other  hand,  local  susceptibility  in  man  is  of  frequent  occurrence. 
In  the  so-called  furunculosis  and  in  carbuncle,  local  areas  of  inflamma- 
tion may  develop  and  persist  for  long  periods,  fresh  foci  developing 
as  the  older  ones  heal.  In  some  instances  this  local  vulnerability  is 
apparently  associated  with  minor  local  injuries,  such  as  the  friction  of 
garments  at  the  back  of  the  neck  or  pressure  and  friction  in  the  gluteal 
regions.  Sometimes,  however,  the  local  vulnerability  appears  to  arise 
from  disturbances  in  the  sebaceous  and  sweat  glands  and  hair  folli- 
cles, leading  to  stagnation  of  secretions  in  which  the  bacteria  long  per- 
sisting on  the  surface  find  lodgment  and  conditions  favorable  to  their 
development. 

The  studies  of  Wright  have  indicated  that  in  cases  of  carbuncle  and  furunculosis 
the  opsonic  index '  for  the  special  strain  of  staphylococcus  concerned  may  he  low,  and 
further  that  the  raising  of  this  by  the  injection  of  emulsions  of  the  dead  bodies  of  these 
oi^ganisms — ^'accines  of  Wright — may  lead  to  a  rapid  immunization  of  the  indi\ndual, 
marked  by  a  rise  in  the  opsonic  index  of  his  serum  and  the  speedy  decline  of  the  local 
inflammatory  reaction. 

Other  Forma  of  Staphylococcua. 

Not  all  the  yellow  staphyloccoci  found  in  dust  and  on  the  person  are  pathogenic. 
These  may  be  indistinguishable  from  the  infective  forms  by  the  usual  culture  methods. 
They  may,  however,  be  differentiated  not  only  by  their  innocuousness  to  animals, 
but  in  their  failure  to  develop  in  these  either  agglutinative  or  leucolytic  substances. 

Staphylococcus  pyogenes  albus. — This  appears  to  be  a  variety  of  the  Staphylococcus 
pyogenes  which  does  not  develop  the  yellow  color  in  cultun»s.     It  is  of  frequent  oc- 

*  For  a  resumf  of  the  role  of  S.  pyogenes  aureus  in  the  skin  diseuse,  with  bibl.,  see 
WhiU,  Best.  Med.  and  Surg.  Jour.,  vol.'cxli..  p.  235.  181)9. 

'For  bibliography  of  S.  pyogenes  aureus  consult  article  by  Kn'Mstr  and  Lipstcin  in 
Kollr  and  Waseermann's  "Handbuch  der  Mikroorgauisnien."  Hd.  ii.,  p.  105. 

»  See  p.  181. 
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cuiTpnce  both  in  connection  with  the  aureus  and  alone.  Its  action  on  the  body  is 
similar,  hut  it  has  set»med  to  many  observers  to  be  in  general  less  virulent. 

Staphylococcus  epidermidis  albus. — This  coccus  has  been  described  by  Welch  as  of 
frequent  occurrence  in  the  epidermis,  and.  although  of  rather  feeble  pyogenic  power, 
yet  seems  frequently  to  cause  small  stitch-abscesses  and  moderate  suppuration  along 
drainage  tubes.  Welch  regards  it  as  possibly  a  variety  of  Staphylococcus  pyogenes 
albus. 

Other  forms  of  staphylococcus  have  been  de8cril>ed — S.  salivarius  pyogenes,  S. 
cereus  albus  and  fiavus — but  they  are  apparently  of  little  pathological  significance. 

Characters  of  the  Streptococcus  Pyogenes. 

The  Slrrptococcvs  pyogenes  (Micrococcus  pyogenes)  is  distinguished  morphologically 
from  the  cocci  just  descril^ed  by  the  marked  tendency  which  the  individuals  exhibit, 
when  growing,  to  hang  together  in  longer  or  shorter  chains  (Fig.  126).  It  is,  like  the 
Staphylococcus  pyogenes,  immobile,  and  stains  easily  in  the  same  way.  By  a  special 
method  Hiss  has  demonstrated  a  capsule  on  strt»ptococri.' 

It  grows  readily,  but  more  slowly  than  Staphylococcus  pyogenes,  on  the  ordinary 
cultun'  media.  It  does  not  fluidify  gelatin,  on  which  it  grows  as  small,  inconspicuous, 
grayish-white  colonies.  ( )n  the  surface  of  agar  plates  kept  in  the  thermostat  at  37**  C. 
for  twenty-four  hours,  the  small  gniyish  colonies  usually  show,  under  the  microscope, 

^  loops  and  fringes  of  the  chain-like  cocci  extending  off 

^L      1^      *^^^«*JJb      from  the  borders.     The  growth  on  potatoes  is  incon- 

%     ^ttVL  j%i*f^X*yI      spicuous.     In  nutrient  broth  it   usually  forms  deli- 

•^    j'lil  ill  rfr%/i^«  \     cate,  flocculent  masses,  which  cling  to  the  sides  of 

the  tubes,  leaving  the  fluid  clear.  Occasionally  the 
massf's  of  streptococci  arv  dense*  and  compact.  Not 
infro(]uently  the  growth  is  diffused  through  the  nutri- 
ent broth,  Hindering  it  turbid.  When  in  vigorous 
growth  it  coagulates  milk  and  develops  hsmolytic 
substances  in  its  growth.^ 
Fig.   12rK-STiu:PTororrr.s  ^he  ha^molytic  powers  of   growing  streptococci 

^o<.KXE.s.  ^^^y  j^  ghown  bv  mingling  red  blood  cells  with  the 

Irorn  a  broth  cultu^c^  nutrient  mediuni  on  a  Petri  plate  culture.     Under 

these  conditions  around  the  groining  colonies  a  clear, 
colorless  area  in  the  medium  is  formed,  which  indicates  the  occurrence  of  hemolysis  in 
the  immediate  vicinity  of  the  colonies  (s(»e  Fig.  127). 

There  is  considerable  difference  in  the  tenacity  with  which,  in  broth  cultures  of 
streptococci  from  different  sources,  the  indiWdual  cocci  cling  together,  so  that  in  one 
set  of  cultures  the  chains  may  \)q  ver>'  long,  in  another  short.  It  has  been  thought  by 
some  observTrs  that  this  difference  is  so  constant  as  to  justify  special  names  for  these 
growth  variants  of  the  streptococcus,  and  they  have  lxM.»n  called  respectively  Strepta- 
cocctis  longus  and  Streptococcus  brens.  The  growth  in  small  dense  masses  has  ^ven 
rise  to  the  name  Streptococrus  conqlomeratus.  It  is  doubtful  whether  these  names 
indicate  more  than  nither  inconstant  growth  varieties  depending  upon  variations  in 
the  culture  media. 

Effects  of  Streptococcus  Pyogenes  in  the  Body. — Streptococci  which 
give  evidence  of  little  virulence  in  animal  inoculation  are  very  common 
in  the  mouths  of  healthy  pei-sons.  The  significance  of  these  germs  in 
health v  mouths  is  not  vet  clear. 

The  results  of  animal  inoculation  with  the  Streptococcus  pyogenes 
are  in  general  similar  to  those  with  the  Staphylococcus  pyogenes  aureus. 
The  streptococcus  is  very  frequently  associated  with  the  staphylococcus 

'  Hx«».  Science,  March  7tli,  1902,  p.  .367,  preliminary  communication. 
^  For  ha'molvsis  of  streptococcus  see  Schlesingrr,  Zeit.  f.  Hvg.  u.  Infkr.,  Bd.  xliv.,  1903, 
p.  428. 
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both  in  its  distribution  outside  the  body,  in  healthy  persons,  and  in 
disease.  In  general  it  may  be  said  that  the  streptococcus  incites  those 
forma  of  suppuration  and  fibrino-purutent  inflammation  which  tend  to 
spread  both  locally  and  through  metastasis. 

Streptococcus  pyogenes  has  been  found  either  alone  or  in  association 
with  staphylocoucus  in  a  large  numlier  of  suppurative  and  other  in- 
flammatory processes  in  various  parts  of  the  body;  the  condition  in  some 
cases  receiving  special  names,  in  others  not.  Thus  in  boils  and  car- 
buncles, in  abscesses  and  phlegmons,  in  herpes,  impetigo  and  panaritium, 
in  phlebitis  and  lymphangitis,  in  erysipelas,  in  suppurative  inflamma- 
tion of  various  mucous  and  serous  membranes,  especially  of  the  throat 


Fia.  127.- 
The  Btreptocoecua  waa  cultivated   \ 
Uood  cell*  were  mixed.     Around  each  colony  the  color  liaa  left  llie  red  blood  cells  and  i 
diftiued  through  the  plate. 

and  the  gastro-intestinal  canal,  and  of  the  bonos  and  joints,  iii  some 
forms  of  bronchitis  and  pneumonia,  in  puerperal  and  other  forms  of 
septicicmia,  in  the  pustules  of  smallpox,  one  or  other  or  both  of  these 
germs  are  frequently  concerned.' 

One  of  the  most  important  features  of  the  relationship  of  Streptococ- 
cus pyogenes  to  man  is  the  frequency  with  which  it  enters  as  a  concur- 
rent pathogenic  agent  in  already  eslablished  infectious  diseases  duo  to 
other  forms  of  micro-organisms.  Thus  some  of  the  most  serious  com- 
plications to  which  the  victims  of  scarlatina,  diphtheria,  typhoid  fever. 
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and  pu  monary  tuberculosis  are  liable  are  due  to  the  action  of  the  strep- 
tococcus in  the  body  rendered  unusually  vulnerable  by  the  existence  of 
another  form  of  infection. 

The  serum  of  individuals  adapted  (immunized)  to  streptococci  may 
agglutinate  the  micro-organisms.^ 

Streptococci,  which  upon  their  isolation  from  the  body  in  suppurative 
or  other  infectious  processes  are  very  virulent,  usually,  and  sometimes 
very  quickly,  partially  or  wholly  lose  this  virulence  under  artificial 
cultivation.  On  the  other  hand,  cultures  of  streptococci  which  have 
largely  lost  virulence  under  artificial  cultivation,  or  whose  initial  viru- 
lence was  slight,  may  experience  a  great  exaltation  of  virulence  by  a 
long  succession  of  inoculations  from  animal  to  animal.^ 

In  streptococcus  infections  ha»molytic,  agglutinating,  and  opsonic 
substances  may  be  formed  in  the  bodv. 

Artificial  Immunity. — The  metabolic  products  formed  by  virulent 
streptococci  growing  in  nutrient  broth,  when  freed  from  the  germs  by 
filtration,  have  been  found  to  induce  in  animals  the  symptoms  of  tox- 
aemia. The  results  of  preliminary  experiments  on  immunization  with 
these  toxic  products  of  S.  pyogenes,  and  the  use  of  the  blood  serum  of 
the  immune  animal  for  therapeutic  purposes,  are  complex,  and  along  the 
present  lines  of  work  apparently  not  very  promising.  The  practical 
value  of  the  so-called  streptococcus  antitoxin  has  not  been  definitely 
established. 

It  has  been  found  that  normal  human  serum  has  no,  or  but  slight, 
streptococcidal  power.  The  studies  of  Ruediger'  show  that  in  rabbits 
and  guinea-pigs  the  destruction  of  streptococci  is  effected,  largely  at 
least,  by  phagocytes.  In  man  also,  in  whom  recovery  from  the  invasion 
of  the  tissues  as  well  as  the  blood  is  of  frequent  occurrence,  Ruediger* 
has  show^n  that  phagocytes  play  an  important  r61e,  and  that  opsonins 
which  are  increased  during  the  course  of  a  streptococcus  infection — 
erysipelas — act  upon  the  bacteria  before  phagocytosis  takes  place. 

There  are  several  non-pathogenic  forms  of  streptococci  which  we 
need  not  consider  here. 

ERYSIPELAS. 

Er>'sipelas  is  a  diffuse  inflammation  of  the  skin  and  subcutaneous 
tissue  which  tends  to  spread,  and  is  characterized  locally  by  swelling  of 
the  tissue  and  a  bright-red  color  of  the  integument.  It  is  usually  accom- 
panied by  constitutional  disturbances,  the  most  marked  of  which  is 
fever.  The  morphological  changes  at  the  seat  of  lesion,  as  we  see  them 
after  death,  vary  considerably  in  different  cases  and  in  different  stages 

*  For  a  study  of  agglutination  of  streptococci  see  Moaer  and  r.  Pir^tirf,  Centrbl.  f.  Bak., 
Abth.  I.,  Bd.  xxxiv..  1003,  pp.  560  and  714;  alsoNeufeld.  Zeitsch.  f.  Hyg.u.  Infkr.,  Bd.  xliv., 
1903.  p.  101:   also.  Weaver,  Jour,  of  Inf.  Dis..  vol.  i.,  1904,  p.  91. 

^  For  bibliography  of  Htrcptorocciw  consult  the  article  by  v.  LingeUheinif  in  KoIIe  and 
Was-scnnann's  "liandbuch  der  Mikroorganismen,"  Bd.  iii.,  p.  303:  for  a  study  of  the  action 
of  streptococcus  toxin  on  various  parts  of  the  body  see //o/wrn  and  others,  Ziegler's"  Beitr&ge/' 
Bd.  XXV.,  1899. 

'  Rnediger,  Jour.  Amer.  Med.  Assn.,  vol.  xliv..  p.  198,  1905. 

*  liucdiger,  Jour.  Inf.  Dis.,  vol.  iii.,  p.  156,  19(X>. 
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of  the  disease.  The  redness  of  the  skin  usually  disappears  after  death. 
But  the  tbsues  may  be  swollen  by  the  accumulation  of  serous  fluid. 
This  fluid  may  be  nearly  transparent,  or  turbid  from  admixture  with 
pus  cells  (Fig.  12S).  Pus  cells  may  infiltrate  the  tissues  either  sparsely 
or  in  dense  masses.  Fibrin  may  Ije  present,  abscesses  may  form. 
Sometimes  vesicles  or  scabs  are  found  on  the  surface,  or  the  affected 
region  may  becoise  gangrenous.     Aside  from  the  local  lesions,  there 


Fi.i.  128.— ERV.S1 
Showing  streptococci  io  the  lymph -spaces. 

may  be  toxa;niia  marked  by  petechiie  in  the  serous  membranes,  swelling 
of  the  spleen,  focal  necroses,  and  albuminous  degeneration  in  the  kidneys 
and  liver. 

The  most  common  excitant  of  erysipelas  is  Streptococcus  pyogenes.' 
This  organism  may  be  present  in  large  numbers  in  the  lymph- vessels, 
especially  in  the  borders  of  the  inflamed  region.  The  rea.^>ns  for  the 
clinical  pecuUarities  of  this  phase  of  inflammation  are  not  yet  very  clear. 

ZVFECnOITS  FSEtmO-HElCBRANOUS  INFLAUHATIOH  OF  HnCOUS 
MEHBSAITBB.  (Pwudo-Diphttaeria;  Diphtheroid  Angina;  KembranouB 
Angina.) 

Under  a  variety  of  conditions,  as  during  scarlatina  and  measles, 
whooping-cough,  typhoid  fever,  etc.,  or  entirely  apart  from  any  compli- 
cating disorder,  an  acute  exudative  inflammation  of  the  mucous  mem- 
branes, especially  of  the  upper  air  passages,  occui-s,  which  is  associated 
with  and  is  apparently  induced  by  the  growth  of  Streptococcus  pyog- 
enes. There  may  be  much  or  little  fibrinous  exudate:  there  may  in 
early  stages,  or  even  throughout,  be  none  at  all.  The  pellicle  when 
formed  may  be  loose  or  adherent,  sharply  circumscrilied  or  tending  to 
spread.  The  submucous  tissue  may  show  little  change,  or  may  be  con- 
gested and  cedematous,  or  may  lie  the  seat  of  suppurative  inflammation 

'  In  the  eariy  days  of  modern  bacterioloiry  the  "chain"  c<iccu^  which  was  iluii'overeil  in 
Uie  muilate  of  en-sipelas  vaa  thoUKlit  to  Ix-nr  a  jwiilinr  relatiinii'liip  to  tliis  clinical  form 
of  plilesmonouii  influnmatinn  an.i  was  calletl  by  FthliiMa  Streptococcus  erj-wpclatii'.  but 
it  has  DOW  been  definitely  identified  with  tlie  S.  p^'ogeneii. 
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(see  Fip.  1291.  necrosis,  or  gangrene.  The  process  may  be  confined  to 
the  tonsils.  While  under  these  varying  conditions  the  inHammatory 
process  is  usually  a  local  one  and  runs  its  course  with  or  w-ithout  the 
symptoms  of  septica-niia,  occasionally  the  streptococcus  which  enters 
the  blood  may  induce  the  lesions  of  pya'niia.  On  the  other  hand,  it 
may  by  aspiration  gain  access  to  the  lungs  and  induce  varj-ing  phases 
of  complicating  broncho-pneumonia.     The  Staphylococcus  pyogenes  is 
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not  infrequently  associated  with  the  streptococcus  in  these  lesions,  but 
is  not  apparently  of  primary  significance. 

Simulating  very  closely,  as  it  does  in  many  cases,  both  the  local  and 
general  phenomena  of  diphtheria,  this  disorder  has  formerly  been  con- 
founded with  it,  and  lias  been  only  recently  recognized  as  a  distinct 
phase  of  disease.  It  is  now  most  frequently  called  pseudo-diphtheria. 
It  seems  in  part  to  cover  the  condition  formerly  known  as  croup,  in  part 
those  cases  formerly  thought  to  be  mild  diphtheria.  In  many  phases  of 
acute  angina,  and  in  many  cases  of  follicular  tonsillitis,  streptococci 
have  been  found  in  large  numl)ers.  Other  bacteria,  either  alone  or  in 
a.ssociation  with  the  pyogenic  cocci,  may  be  excitants  of  pseudo-mem- 
branous as  well  as  simple  angina. 


While  the  Staphylococcus  pyogenes  and  Streptococcus  pyogenes  are 
the   most  common  excitants  of  local  suppuration  with  and   without 
1  and  septiciemia,  such  conditions,  as  we  have  seen,  are  not  in- 
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frequently  due  to  other  micro-organisms.  Among  these  we  may  men- 
tion here  as  the  more  common  and  important:  Micrococcus  lanceola- 
tus,  the  gonococcus,  Micrococcus  tetragenus,  Bacillus  pyocyaneus,  the 
colon  and  the  typhoid  bacillus,  the  bacillus  of  glanders,  the  tubercle 
bacillus,  the  pneumo-bacillus  of  Friedliinder,  the  diplococcus  of  cerebro- 
spinal meningitis,  Bacillus  pyogenes  fa?tidus,  and  Actinomyces  with 
its  related  forms. 

In  some  of  these  organisms  the  pyogenic  qualities  in  their  relation- 
ships to  human  infections  are  most  conspicuous;  in  others,  the  reaction 
of  the  body  to  their  presence  is  such  as  to  justify  a  special  name.  The 
latter  is  particularly  noteworthy  in  the  case  of  the  pneumococcus,  the 
gonococcus,  glanders,  typhoid,  and  tubercle  bacilli,  diplococcus  menin- 
gitidis, and  actinomyces. 

Many  other  micro-organisms  may  l)e  excitants  of  suppurative  inflam- 
mation in  man  as  well  as  in  the  lower  animals  under  experimental 
conditions,  but  this  exceptional  reaction  of  living  tissues  does  not  fall 
within  the  scope  of  this  work,  which  deals  primarily  with  such  tissue 
reactions  as  mav  occur  under  the  usual  conditions  of  life. 

The  Bacillus  Coli  Communis  and  the  Colon  Group. 

The  Bacillus  coli  communis  is  an  organism  so  commonly  present  in  the 
intestines  under  normal  conditions  as  to  be  usually  called  the  ''colon 
bacillus.'*  It  is  motile,  facultative  aerobic,  asporogenous,  considerably 
resembling  in  general  form  the  typhoid  bacillus  (see  p.  229).  It 
grows  readily  in  artificial  cultures  and  does  not  fluidify  gelatin.  It 
has  \>een  repeatedly  found  under  such  conditions  in  connection  with 
suppurative  processes  as  to  justify  the  belief  that  it  is  often  their  ex- 
citant. 

It  has  been  found  in  various  forms  of  peritoneal  suppuration,  both 
with  and  without  such  lesions  of  the  intestine  as  would  obviously  permit 
of  its  egress;  in  appendicitis;  in  suppuration  about  the  gall-ducts;  in 
haemorrhagic  pancreatitis;  in  inflammatory  processes  in  the  genito- 
urinar>'  apparatus;  frequently  in  the  bladder,  in  the  pericardium  and 
pleura,  and  it  is  telieved  to  be  concerned  in  certain  types  of  diarrhcea. 
It  is  often  concerned  in  terminal  infections. 

Local  infection  with  this  organism  is  often  associated  with  serious 
toxaemia  and  septiciemia.  Intravascular  injections  of  virulent  cultures 
in  rabbits  are  usually  followed  by  symptoms  and  lesions  of  septicaemia. 
Introduced  subcutaneously  and  intraperitoiieally,  it  may  excite  local 
suppuration  or  sero-fibrinous  inflammation,  often  ha^morrhagic  in  char- 
acter, terminating  fatally.* 

It  is  not  possible  to  indicate  very  definitely  all  the  conditions  under 
which  the  colon  bacillus,  an  ordinarily  harmless  intestinal  saprophyte, 
mdy  gain  access  to  the  tissues  and  become  actively  patliogonic.    Whether 

*  For  details  concerning  B.  coli,  with  biblioKraphy.  see  Lartigau,  "Studies  from  tho 
Dept.  of  Path..  Col.  of  Phys.  and  Surg..  Cohiiiihia  Univ..  vol.  viii.,  H)()2;  also  Hschcrich  and 
PfaundUr  in  Kolle  and  WafMermann's  "liandbuch  der  Mikroorganisnion."  Hd.  ii.,  p.  li'SA. 
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it  is  special  strains  of  the  bacillus  coming  in  from  without  which  are 
pathogenic,  or  whether  the  ordinary  forms  assume  virulent  capacities 
under  unknown  conditions,  we  cannot  tell  to-day.  It  appears  in  any 
event  that  very  slight  damage  to  the  mucous  membrane  of  the  intes- 
tinal tract  which  may  permit  the  exit  of  the  germs,  or  the  existence  of 
damaged  tissues  elsewhere  in  the  body — in  the  kidney,  ureter,  peri- 
toneum, etc.,  for  example — favor  infection  with  this  organism.  To  what 
extent  a  reduction  in  efficiency  of  the  protective  fluids  of  the  body 
may  determine  infection  we  cannot  say  with  certainty.  Shortly  after 
death  the  colon  bacillus  may  pass  from  the  intestine  into  the  tissues. 
The  possibility  of  this  post-mortem  invasion  should  be  borne  in  mind 
in  cultures  from  the  dead  bodv,  since  it  mav  readilv  and  doubtless 
often  has  given  rise  to  errors  in  diagnosis. 

The  Colon  Group. — There  are  so  many  organisms  so  closely  resem- 
bling the  colon  bacillus  in  their  morphological  and  biological  characters 
that  it  has  been  found  convenient  to  consider  them  as  possible  variations 
of  one  form  and  to  speak  of  them  collectively  as  the  "  colon  group." 
The  differentiation  between  the  individual  members  of  this  group  and 
between  these  and  the  typhoid  bacillus  has  presented  many  difficulties 
to  bacteriologists  and  given  rise  to  much  technical  finesse.  It  is  now 
possible  to  differentiate  between  the  members  of  the  colon  group  and 
the  typhoid  bacillus  and  to  separate  them  in  pure  cultures  (see  p.  230). 

The  Bacillus  Pyoc^yankus. 

This  has  been  known  for  several  years  as  an  organism  occasionally 
found  in  pus  to  which  in  its  growth  it  imparted  a  greenish  color.  Char- 
rin  in  1889  established  the  significance  of  the  organism  as  an  excitant 
of  suppurative  inflammation  and  various  manifestations  of  septicsemia 
to  which  he  gave  the  name  "  Maladie  pyocyanique,'^  Since  this  time 
many  cases  have  been  reported  in  which  the  Bacillus  pyocyaneus,  either 
alone  or  in  association  with  other  organisms,  has  been  found;  for  ex- 
ample, in  purulent  otitis  media,  angina,  endocarditis  and  pericarditis, 
suppurative  inflammation  of  the  urinary  tract,  meningitis,  broncho- 
pneumonia, gastro-intestinal  disturbances  in  infants  and  adults,  and 
in  lesions  of  the  skin  as  well  as  in  systemic  infections  arising  from  pri- 
mary local  suppurative  inflammation.  The  green  color  is  not  always 
present  in  the  lesions,  being  first  developed  in  the  cultures  or  in  experi- 
mental animals. 

The  occurrence  of  the  organism  is  on  the  whole  infrequent.  It  was 
found  bv  Jadowski  twice  in  svstematic  cultures  of  the  exudate  from  two 

ft'  AT 

hundred  cases  of  suppurating  wounds.  Barker  found  it  in  eleven  out 
of  eight  hundred  cases  in  which  systematic  cultures  from  autopsies  were 
made.  It  was  found  in  three  out  of  one  hundred  cases  examined  by 
Lartigau.  Among  the  more  marked  lesions  which  may  be  present' in 
cases  of  pyocyaneus  infection,  we  may  mention  albuminous  degeneration 
in  the  viscera,  focal  necroses,  haemorrhages,  local  hyperplasiae  (Oertel's 
lesion)  in  the  lymph-nodes  and  -nodules  throughout  the  body,  and  espe- 
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cially  superficial,  circumscribed  or  diffuse  necrosis  and  ulceration  in  the 
intestinal  mucous  membrane.' 

Cliaractera  of  the  Organism. 

This  oigaxiism  is  a  slender  bacillus,  sometimes  grows  in  short  chains,  is  motile, 
and  decolorises  by  Gram's  method.  It  grows  readily  on  artificial  media,  usually 
developing  a  greenish  pigment.  It  liquefies  gelatin.  Subcutaneous  injection  of  cult- 
ures in  rabbits  may  be  followed  by  local  suppuration,  by  ha'.norrhagic  oedema,  and 
by  septicsmia. 

Bacillus  Pnkumoni.e  (Friedlander). 

In  a  small  proportion  of  cases  of  lobar  and  lobular  pneumonia,  and 
in  a  few  cases  of  exudative  inflammation  of  the  pleura,  pericardium, 
meninges,  and  middle  car,  this  bacillus  has  been  found.  It  is  sometimes 
found  alone,  but  in  pneumonia  is  frequently  associated  either  with  the 
Micrococcus  lanceolatus  or  with  the  pyogenic  cocci.  It  has  been  found 
in  the  nasal  secretion  and  mouths  of  healthy  persons.  While  belonging 
definitely  among  the  bacilli,  it  so  frequently  occurs  in  the  form  of  very 
short  rods  or  ovals  or  short  chains  that  it  was  formerly  thought  to 
belong  among  the  cocci.  It  is  readily  cultivated  on  artificial  media 
and  is  slightly  pathogenic  for  certain  animals. 

It  seems  highly  probable,  rather  than  proven,  that  it  may  he  at  least 
partially  responsible  for  the  lesions  with  which  it  is  infrequently  asso- 
ciated in  man.  This  germ  was  formerly  believed  to  l)e  of  great  impor- 
tance in  connection  with  acute  lobar  pneumonia,  and  for  a  time  was 
generally  spoken  of  as  the  pneumococcus  of  Friedlander.  It  is  now 
known  not  to  be  a  coccus,  and  is  certainlv  of  subordinate,  if  at  all  of 
serious,  importance  in  the  induction  of  inflammation  of  the  lungs.^ 


MiCRococcrs  Tetragexus. 

This  organism  has  been  many  times  found  about  the  mouth  and 
respirator}'  tract,  especially  in  connection  with  suppurative  processes, 
tuberculous  cavities,  etc.  It  has  been  found  also  in  metastatic  abscesses. 
While  not  very  virulent  it  is  apparently  an  occasional  excitant,  either 
alone  or  with  other  organisms,  of  suppuration.' 

Gliaracters  of  the  Organism. 

It  is  a  coccus  about  1  /<  in  diameter,  usually  occurring  in  groups  of  four.  These 
tetrad  groups  may  be  encapsulated.  It  stains  by  (iram's  method,  and  is  readily  culti- 
vated on  artificial  media.  It  forms  a  dense  whitish  growth  on  grlatin,  which  it  does 
not  fluidify.  Septicemic  lesions  with  local  suppuration  may  he  induced  in  guinea-pigs 
by  subcutaneous  injection  with  cultures. 


'  Varri9unU  of  the  significance  of  M.  totragonus  and  for  bibliography  consult  Lartigau, 
Phila.  Med.  Jour.,  Apr.  22d,  1899. 
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The  Proteus  Group  of  Bacilli. 

This  is  a  large  and  in  the  economy  of  nature  an  important  group  of 
bacilli  much  concerned  with  the  putrefactive  processes. 

Characters  of  the  Group. 

The  hacilli  of  this  group  may  be  aSrolws  or  facultative  anaerobes.  They  are  of 
medium  size,  asporogenous,  and  while  staining  readily  with  ordinary  dyes  are  apt  to 
be  decolorized  l)y  the  (Irani  method.  While  the  organisms  of  this  group  are  bacilli, 
they  often  present  considerable  variation  in  fonn  as  they  grow,  sometimes  being  very 
short  so  as  to  resemble  cocci,  sometimes  forming  thn^ads  which  may  l>e  so  bent  as  to 
suggest  spirals.  Their  growth  on  solid  media  is  especially  characterizi»d  by  the  tendency 
to  send  nmners  from  the  central  growth  out  into  the  surrounding  media,  thus  estab- 
lishing secondan'  growth  centres.  They  are  particularly  sensitive  to  enxironment, 
80  that  physiological  as  well  as  morphological  variations  are  frequent.  It  is  for  these 
reasons  that  the  name  Proteus  has  been  given  to  the  group  and  to  various  spiecies. 
The  limitations  of  the  named  species  are,  however,  in  many  cases  quite  ill  defined. 

One  of  the  most  common  forms  has  been  called  Proteus  vulgaris. 
While  this  bacillus  is  very  widespread,  it  is  only  occasionally  the  exci- 
tant of  patholopcal  proces.ses  in  man.  and  then  almost  always  in  concur- 
rence with  other  organisms,  usually  the  pyogenic  cocci.  Under  these 
conditions  a  suppurative  inflammation  with  foul  exudate  is  apt  to  de- 
velop. Thus  it  has  been  found  in  purulent  peritonitis  and  endometritis, 
in  pleurisy  and  in  phlegmonous  inflammation  in  various  parts  of  the 
body.  Although  this  bacillus  is  not  apt  to  grow  in  the  human  body, 
except  in  association  with  other  micro-organisms  which  may  damage 
the  tissues  or  in  tissues  already  vulnerable  from  injury,  it  may  in  the 
bladder  independently  incite  an  exudative  inflammation.  In -animals, 
subcutaneous  injection  of  the  pure  culture  in  considerable  quantity 
may  lead  to  abscess,  while  the  soluble  products  of  broth  culture  may 
induce  toxaemia. 

Several  other  forms  of  Proteus,  as  well  as  closely  related  species, 
have  been  found  in  human  lesions  for  the  most  part  suppurative  and 
necrotic  in  character,  and  these,  in  some  cases,  have  been  conclusively 
shown  to  be  the  excitants  of  the  pathological  processes,  but  the  scope 
of  this  work  does  not  permit  further  details. 


OTHER  PYOGENIC  BACTEBIA. 


I 


Among  the  other  bacteria  w^iich  commonly  induce  local  suppuration, 
'with  or  without  toxaemia  and  septica>mia,  some  arc  of  frequent  occur- 
rence as  excitants  of  such  well-marked  and  more  or  less  characteristic 
forms  of  disease  as  have  long  been  recopcnized  clinically  and  have  re- 
ceived special  names,  such  as  pneumonia,  gonorrhoea,  cerebro-spinal 
meningitis,  etc.  The  tubercle  bacillus  may  also  induce  suppurative 
inflammation.  These  will  be  in  part  considered  in  the  section  dealing 
with  the  organs  in  which  their  more  characteristic  lesions  are  mani- 
fested. 
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ACUTE  LOBAB  PNEUMONIA  AND  OTHER  INFECTIOUS  DISEASES 
INDUCED  BY  THE  DIPLOCOCCUS  LANCEOLATUS  (Diplococcua 
PneiimoniaB;  Pneuxnococcua). 

Diplococcus  lanceolatus  is  frequently  spoken  of  as  the  "  pneumo- 
coecus  of  Friinkel,'*  because  its  significance  and  life  history  in  connection 
with  acute  lobar  pneumonia  were  first  demonstrated  V)y  him.*  It  is 
commonly  calle<I  simply  the  '' pneumococcus.'' 

Characters  of  the  Diplococcus  Lanceolatus. 

During  their  development  these  germs  an*  distinctly  spheroidal;  but  in  their  ma- 
ture condition  they  arc  apt  to  lx?come  slightly  elongated  or  oval  and  are  often  a  little 
broader  at  one  end  than  at  the  other,  assuming  a  lanceolate  fonn.     They  are  very 
apt  to  occur  in   pairs,   and   fre<|uently  an*  seen   in  short 
rhaiuB,  rarely  in  long  chains.     Very  fn>qiiently,  when  grow- 
ing in  the  living  animals,  the  pneiimococcus  is  siirroimded 
by  a  distinct,  homogeneous  ca}isule  of  varj'ing  thickness 
(see  Fig.  130).     This  capsule  does  not.  as  a  nile,  develop 
in  artificial  cu'.tures.     The  coccus  itself  is  readily  stained 
by  the  anilin  dyes  and  n'tains  the  stain  by  (Jram's  method; 
the  capsule  is  not  easily  demonstrated  except  by  special 
staining  methods.^ 

The  pneumoeoccus  has  no  sj)ontaneous  movement  and 
grows  but  feebly  at  ordinan'  room  temperaturc.  It  grows 
much   better   at   blood   heat,    forming  on   the  surface  of 

blood-serum   or   on    ven-    slightly    alkaline    glycerin-agar         ^'^- 130. — Diplococcus 
plates  faint  grayish,  dewdrop-like.  inconspicuous  colonies,      i-AxcEOLATrs.     Pnkumo- 
somewhat  similar  to  those  of  Stn»ptococcus  pvogi»nes.  but      <'"c^^'**- 
usually  more  delicate.     In  l)eef  t<»a  it  forms  at  body  tem-      'Showing  tho  stained  cap- 
perature  a  delicate  shimmering  turbidity  and  a  faint  whit-  suies. 

ish  sediment.     As  a  rule,  the   cultures  arc   prone  to  lose 

soon  their  virulence  and  to  die  off  early,  but  the  virulence  may  Ix?  maintained  by  suc- 
cessive inoculations  in  the  rabbit. 

The  serum  of  persons  suffering  from  acute  lobar  pneumonia,  as  well  Jis  the  serum 
of  lower  annuals  artificially  immunized  to  the  Diplococcus  lanceolatus,  induces  agglu- 
tination of  the  organism  in  broth  culturcs.  Wadsworth  has  rccently  shown  that  by 
the  use  of  ceutrifugated  cultures  of  the  organism,  the  rcaction  of  agglutination  can  be 
obtained  in  much  greater  dilution  than  l)y  the  usual  method.^ 

Cultures  which  have  been  rcduced  in  vimlence,  so  as  not  to  cause  early  death  by 
septicapmia,  may,  when  introduced  into  the  trachea  of  nibl)irs,  induce  circumscrilwd 
pneumonic  lesions,  especially  if  these  animals  are  made  vulnonible  by  cold  or  by  other 
agencies  which  impair  the  integrity  of  the  blood  or  other  tissues.  Wadsw^orth  has 
shown  that  by  partially  immunizing  rabbits  to  the  pneumoeoccus.  so  that  they  do  not 
speedily  die  from  septicspmia,  and  then  introducing  the  vinilent  organism  into  the  lunirs 
through  the  trachea,  diffuse  pneumonic  lesions  comparable  to  the  lobar  pneumonias 
of  man  may  be  induced.*  Different  animal  species  var>'  in  vulnerability  to  the  pneu- 
moeoccus. 

This  germ  is  the  exclusive  incitant  of  typicul  lobar  pneumonia  in 
man,  and  in  a  large  proportion,  if  not  in  all,  cases  it  is  present  in  the 

*  It  waa  discovered  b}-  Stembcrg  in  saliva,  and  its  pathogenic  jwwer  donionstratJMl 
tfome  yean  before  itti  full  significance  in  connection  with  pneumonia  wa.s  understtKxl. 

»'8ec  Wadsworth,  Jour.  Inf.  Di.-*.,  vol.  iii..  j).  610.  1906. 

*  For  details  of  thin  method  see  WndKWfrth,  Jour.  Med.  Research,  vol.  x.,  p.  22H.  1903. 
*See  refereoces  to  experimental  pneumonia,  p.  iSfiS. 
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blood.*  It  induces  locally  in  the  lungs  an  acute  exudative  inflammation 
associated  with  an  enormous  and  rapid  multiplication  of  the  germ  and 
a  toxaemia  due  to  the  distribution  of  soluble  toxic  products  through 
the  blood.  The  pneumococcus  appears  to  act,  in  part  at  least,  by  the 
development  of  albuminous  poisons  which  have  been  tentatively  called 
'pneumotoxins?  These  are  probably,  in  part  at  least,  the  so-called  endo- 
toxins forming  a  constituent  of  the  bacterial  cell. 

For  a  more  detailed  description  of  these  lesions  of  pneumonia,  and  an 
account  of  other  bacteria  which  may  be  present,  see  page  559. 

In  addition  to  its  more  common  effect  in  inducing  lobar  pneumonia, 
the  pneumococcus  is  frequently  the  excitant  of  exudative  inflammation 
in  other  parts  of  the  body,  either  in  connection  with  or  without  a  primary 
lobar  pneumonia.  Thus  it  has  been  repeatedly  found  in  pleuritis, 
otitis,  meningitis,  empyema,  pericarditis,  endocarditis,  and  in  peri- 
tonitis. It  has  been  found  in  abscesses  of  the  viscera  and  in  exudative 
inflammation  of  the  joints.  It  may  induce  pseudomembranous  inflam- 
mation of  the  mucous  membranes.'  Leucocytosis  usually  accompanies 
infection  with  the  pneumococcus. 

Sotirces  of  Pneumococcus. — The  pneumococcus  has  been  found  in 
the  mouths  of  a  large  proportion  of  healthy  persons  examined.  The 
forms  present  in  the  mouths  of  healthy  persons  are  apparently  usually 
less  virulent  than  the  strains  concerned  in  the  incitement  of  pneumonia.^ 
It  is  thrown  off  in  the  sputum  in  lobar  pneumonia,  and  no  doubt  from 
this  source  to  a  certain  extent  in  the  dried  condition,  as  dust,  but  more 
often  in  the  droplets  of  sputum  ejected  in  the  coughing  of  pneumonics 
or  in  the  fine  spray  formed  in  sneezing,*  furnishes  the  infectious  agent 
which  in  favoring  conditions  of  the  body  lights  up  the  inflammatory 
process  in  the  lungs.' 

The  Crisis  in  Pneumonia. — The  dramatic  character  of  the  crisis  in 
many  cases  of  pneumonia  has  led  to  much  conjecture  as  to  the  changes 
in  the  body  fluids  or  the  bacteria  which  may  occur  at  this  time.  There 
appears  to  be  no  marked  development  of  bactericidal  power  of  the  serum 
alone;  antitoxic  substances  are  not  demonstrable.  It  has  been  con- 
jectured that  the  new  lore  of  the  opsonins  might  throw  light  upon  the 
r61e  of  phagocytes.  But  in  spite  of  much  research  no  very  decisive 
data  have  as  yet  been  elicited. 

'  See  Roaenow,  Jour.  Inf.  Dis.,  vol.  i.,  p.  280,  1904. 

'  The  ob»er\'^atioiis  of  the  Klemperers  and  others  8Ug(s^ted  the  possibility  that  at  a 
certain  period  of  the  diseane  the  blood  or  body  juices  are  capable  of  developing  a  substance 
antidotal  to  this  pneuniotoxin ;  but  later  studies  have  failed  to  develop  a  useful  pneumonia 
antitoxin. 

'  See  Gary  and  Lyon,  Trans.  A8.«»n.  Amer.  Phys.,  vol.  xvi.,  p.  379,  1901,  bibl. 

*  For  a  consideration  of  the  pneumococcus  of  the  mouth  in  healthy  persons,  and  for 
a  study  of  varieties  or  strains  of  pneumococci,  see  studies  carried  on  under  the  auspices  of 
the  Medical  Commission  for  the  Investigation  of  Acute  Respiratory  Diseases  of  the  Depart- 
ment of  Health  of  the  City  of  New  York,  by  Park  and  WiUiams:  CoUina:  Longeope  and 
Fox:  Norris  and  Pappenheimer:  Dui>al  and  Lewis:  Buerger:  Hiss:  and  Longeope:  Jour. 
Exp.  Med.  vol.  vii.,  pp.  401-626,  1905;  also  Eyre  and  Leathern,  Jour,  of  Path.»  voL  it,  p. 
246.  1906. 

»  See  Wood,  Jour.  Exp.  Med.,  vol.  vii.,  p.  592.  1905. 

*  For  study  of  communicability  see  ref.  Edsall  and  Ghriskcy,  p.  557. 
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Rosenow '  has  shown  that  neither  normal  nor  pneumonic  sera  are 
pneumococcidal ;  that  while  non- virulent  pneumococci  are  suscep- 
tible to  phagocytosis,  virulent  strains  are  not,  but  may  become  so  when 
under  artificial  cultivation  they  lose  their  virulence.  With  the  res- 
toration of  virulence  by  passage  through  a  series  of  animals,  resistance 
to  phagocytosis  returns. 

Rosenow  has  also  determined  that  pneumonic  leucocytes  are  more 
actively  phagocytic  than  normal  leucocytes.  He  finds  the  pneumococco- 
opsonin  quite  resistant  to  heat,  and  that  it  may  fall  below  normal  in 
fatal  cases  of  pneumonia,  while,  during  or  after  crisis  in  cases  which 
recover,  it  may  rise  above  the  normal.  He  states  that  pneumococci 
when  first  isolated  from  the  blood  of  pneumonia  patients,  whether 
before,  during,  or  after  crisis,  usually  refuse  phagocytosis. 

Rosenow  calls  attention  to  the  significance  of  leucocytosis,  in  pneu- 
monia as  well  as  other  infections,  in  fostering  phagocytosis,  and,  while 
attributing  considerable  importance  to  the  role  of  the  phagocytes  in 
the  destruction  of  pneumococci  in  vitro ^  considers  that  as  yet  experi- 
mental proof  is  lacking  that  the  crisis  and  recovery  in  pneumonia  are 
to  be  attributed  to  opsonification  and  phagocytosis  alone.^ 

The  studies  of  Wolf '  on  the  opsonic  power  of  the  l)lood  during  the 
course  of  pneumonia  call  attention  to  the  significance  of  leucocytosis 
in  sustaining  the  pneumococcidal  capacities  of  the  blood  above  the 
degree  indicated  by  the  opsonic  index  (see  p.  ISl).  Although  his 
obBervations  are  confined  to  a  few  cases,  he  concludes  that  *'  in  pneu- 
monia the  pneumococco-opsonic  index  is  first  decreased,  but  rises  in 
favorable  cases,  reaching  its  height  soon  after  crisis,  while  in  fatal  cases 
it  remains  persistently  low.  The  estimated  total  antipneumococcal 
index  (estimated  from  the  leucocytic  index  and  the  opsonic  index)  is 
early  increased  and  remains  high  until  crisis  is  complete  in  cases  with 
favorable  termination." 

A  few  observations  of  Wolf  on  cases  treated  with  the  dead  bodies  of 
pneumococci — "  pneumococcal  vaccirics  " — seem  to  him  to  indicate  that 
these  exert  a  favorable  influence  upon  the  course  of  the  disease. 

Staining  Reactions. — For  staining  the  pneumococcus  with  its  capsule  the  following 
method  of  Hies  *  gives  good  results.  Mix  the  exudite  or  culture  containing  the  organ- 
nm  on  the  cover-glass  with  a  drop  of  blood-serum  spread  thin.  dr>'  and  fix  by  heat. 
Add  a  few  drops  of  the  following  stain:  Five-  or  ton-per-cent  solution  of  gentian  violet 
(5  CO.  saturated  alcoholic  solution  of  gentian  violet  plus  95  c.c.  distilled  water). 
Heat  gently  until  steam  rises.  Wash  off  the  stain  with  a  twenty -per-cent  solution  of 
cupric  sulp^te.     Dry  and  mount  in  balsam. 

If  the  material  containing  the  organisms  already  contain  serum,  the  preliminary 
mixing  with  this  is  unnecessary.  Pneumococci  in  sputum  which  without  the  addition 
of  lerum  are  often  stained,  with  it  not  infreijuently  give  better  results. 

The  method  of  Welch  *  gi\'es  good  results,  but  annoying  precipitates  often  form. 

*  Ro9enow,  Jour.  Inf.  Db.,  vol.  iii.,  p.  683,  1906. 

'For  a  study  of  the  virulence  of  pneumococcus  during  pneumonia  see  Jllrgens,  Zcit. 
f.  exp.  Path.,  Bd.  iii.,  p.  236,  1906. 

'  Wolf,  Jour.  Inf.  Dis.,  vol.  iii.,  p.  731,  1906. 

*  See  on  methods  of  staining  encapsulated  pneumococci  Hiss,  Jour.  Exp.  Med.,  vol. 
yrL,  p.  317,  I90I-5;  also  Wadsworth,  Jour.  Inf.  Dis..  vol.  iii.,  p.  610,  19U6. 

*  Weieh,  Johns  Hopkins  Hospital  Bulletin,  vol.  iii.,  p.  128,  1892. 


216  THE    INFECTIOUS    DISEASES 

After  dn'ing  and  fixing  the  specimen  upon  the  cover-glass  in  the  usual  way,  it  is  treated 
with  glacial  acetic  acid,  which  is  at  once  drained  off  and  replaced  by  anilin-gentian- 
\aolet  solution  (p.  153),  this  l)eing  drained  off  and  renewed  several  times  until  the 
acetic  acid  is  displaced.  The  specimen  is  now  washed  'with  a  two-per-cent 
solution  of  sodium  chlorid.  in  which  it  may  l)e  covered  and  studied.  The  pneumo- 
coccus  may  be  stained  in  sections  by  Weigert's  modification  of  Oram's  method  with 
preliminar>'  contrast  stain  (see  p.  154).  By  this  method  the  fibrin  in  pneumonic 
exudate  is  also  stained. ' 

Streptococcus  Mucoaua  Gapaulatiis. 

In  pneumonic  exudates  and  in  the  normal  throat  one  occasionally  finds  a  capsulated 
oiiganism  growing  in  short  chains  and  forming  about  the  colonies  a  mass  of  mucus- 
like material.  It  is  virulent  for  mice,  less  so  for  rabbits.  After  growth  through  several 
generations  on  artificial  culture  media  it  loses  its  capacity  for  forming  the  mucous 
material  and  its  \'inilence  diminishes.  This  organism  is  regarded  by  some  as  a  \'ariety 
of  the  pneumococcus,  by  others  as  a  separate  species.* 

GONORRHGBA   AND    OTHER  INFLAMMATORY    LESIONS    INDX7CED 
BY  THE  MICROCOCCUS  GONORRH(KS  ( Oonococcus). 

The  Micrococcus  gorwrrhceiv  (gonococcus)  is  most  commonly  found  in 
the  exudate  of  gonorrhceal  inflammation  of  the  mucous  membranes, 
especially  of  the  urethra.  It  may  he  free  or  enclosed  in  leucocytes  or 
other  cells  (Fip.  131).  within  or  between  the  epithelial  cells.  The 
organism  may  be  distributed  from  the  seat  of  primary  lesion,  giving 

rise  to  gonorrhoea!  arthritis,  to  ma- 
lignant endocarditis,  to  exudative 
inflammation  of  the  pleura,  and  to 
inflammatory  processes  in  other 
parts  of  the  body.' 

The  gonococcus  may  in  the  pri- 
mary as  well  as  in  the  secondary 
lesions  be  associated  with  the  *'  py- 
ogenic cocci,"  the  colon  bacilli,  or 
other  micro-organisms.  These  as- 
sociations have  been  observed  in 
cases  of  pyaemia  following  gono- 
coccal infection.  The  gonococcus 
^     ,^,     ^,  ^  is   usually    most   abundant   in   the 

Fio.  131. — Micrococcus  GoNORRHCEiC  in  ^,  %      •         xi  ^        ^  ^ 

Cells.-Specimen  krom  the  Urethra.       Urethra  durmg  the  acutc  Stage  of 

the  inflammation.  But  long  after 
the  oiganisms  have  disappeared  from  the  urethral  discharge  they  may 
be  present  in  small  numbers  in  the  deeper  portions  of  the  urethra  or  in 
the  prostatic  secretions  whence  under  favoring  conditions  a  fresh  infec- 
tion may  arise.     In  the  female  the  inflammation  develops  in  the  urethra 

'  For  a  full  n'snm*'  of  tlio  studies  on  the  Diploooccus  pncumonisp  see  WeicKteibaum  in 
KoHe  and  \Va.sserinann*H  "llandbncii  der  MikroorKani.smen,"  Bd.  ii.,  p.  189. 

^  See  SchottmUiicr.  Munrli.  med.  Woch.,  July  25th,  1905;  also  Buerger,  Cbl.  f.  Bakt.,  I. 
Abth..  Orig.  Bd.  xH..  p.  314,  1906. 

'  (^onsult,  for  cases  and  biblioprapliy.  Young,  "Welch  Anniversary  Contributions  to 
the  Science;  of  Medicine,"  p.  677,  1900;  also,  Elting,  Albany  Med.  Ann.,  Mar.,  1900,  bibl. 
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and  cervix,  and,  through  the  transportation  of  the  gonococci,  may  ex- 
tend along  the  mucous  membrane  to  the  uterus  and  into  the  Fallopian 
tulles.  The  germs  may  enter  the  peritoneum,  inducing  exudative  in- 
flammation. Hyperplasia  and  suppuration  of  lymph-nodes  near  the 
inflammatory  region  may  occur.  Gonorrh(L>al  conjunctivitis  is  similar 
in  origin  and  character  to  the  inflammation  of  the  urethra. 

Characters  of  the  Oonococcus. 

The  gonococcus  is  apt  to  occur  in  pairs,  the  apposed  sides  I>eiiig  more  or  less  dis- 
tinctly flattened  (Fig.  132).  It  stains  readily  with  the  anilin  dyes,  and  differs  from  most 
known  cocci  which  might  be  mistaken  for  it  in  that  it  is  decolorized  by  the  iodin  solu- 
tion in  the  Gram  method  of  staining.  It  is  well  after  the  decolorization  by  this  method, 
and  before  mounting  in  balsam,  to  make  a  contrast  stain  with  a  dilute  a<|ueous  solution 
of  Bismarck  brown.  Then  the  gonococci  will  l.)e  of  light-brown 
color,  while  most  other  germs  will  retain  the  violet  color.  ^^  •  %  •  ^^ 

The  gonococcus  does  not  grow  at  ordinary-  room  tempera-       %%  *  ^  (  ^'^^ 
turesnoron  the  ordinary  solid  or  fluid  culture  media.     It  may,       ^  #«  ^>to^^^^ 
however,  be  cultivated  at  the  temperature  of  the  body  on  hu-      |t  •^•^^^^^ 
man    blood-«erum  or  on    a   combination    of   this   with    agar.         ^     ^  «L  *%^ 
Heiman  has  found  that  it  grows  n^adily  on  the  clear  exudate  or 

transudate  from  the  pleural  cavities  in  man  when  this  is  mixed  Fig.  132. — Micro- 

with  peptonized  agar.^  coccus  Gonokhhce.'i-: 

In  this  "  chest-serum  agar  "  the    surface  growth  of  the      (Gonoc<><'<  us). 
gonococcus  is  in  the  form  of  small  circular,  sharp-edged,  slightly  rroin  culture. 

mised.  nearly  transparent  colonies,  coarsely  mottled  in  the  cen- 
tral portion,  finely  granular  toward  the  borders.  The  life  of  the  colonies  imder  artificial 
culture  is  short,  but  by  frequent  transferrence  to  fresh  media  it  may  Ih»  maintained 
indefinitely  and  gradually  adapts  itself  to  the  artificial  en\ironment.  It  is  probable 
that  the  organism  has  no  natural  habitat  outside  the  l>odies  of  human  beings.  The 
lower  animals  are  not,  as  a  rule,  susceptible  to  inoculations  of  the  mucous  membranes 
with  the  gonococcus.  but  suppurative  inflammation  has  l>een  induced  in  mice  and 
guinea-pigs  by  intraperitoneal  injections. 

Inoculations  of  pure  cultures  of  the  gonococcus  upon  the  urethral 
mucous  membranes  of  man  have  been  repeatedly  nuule  and  were  followed 
by  a  characteristic  catarrhal  inflammation.  Thus  the  evidence  is  com- 
plete that  the  gonococcus  is  an  excitant  of  the  inflammation  with  which 
it  is  so  constantly  associated.  Hut  in  what  measure  this  germ,  in 
what  measure  others,  are  responsible  for  the  complicating  inflammations 
when  }x)th  germs  occur  together,  is  yet  to  be  determined.  The  gono- 
coccus appears  to  act  rather  through  its  endotoxins  than  by  soluble 
substances  set  free  in  its  growth. 

Inasmuch  as  one  or  more  forms  of  cocci  and  diplococci  occurring  in 
the  normal  and  in  the  inflamed  urethra  are  morphologically  similar  to 
the  gonococcus,  great  caution  should  be  exercised  in  doubtful  cases  in 
deciding  upon  the  nature  of  suspicious  micro-organisms  in  urethral 
discharges  or  other  exudates.  Hut  the  pronounced  tendency  of  the 
gonococcus  to  gather  within  cells;  the  sometimes  conspicuous  but  often 
ill-defined  flattening  of  the  apposed  sides  of  the  gonococci;  the  decolor- 
ization by  Gram's  method,  which  leaves  most  other  germs  apt  to  be 
associated  with  the  gonococcus  still  .stained,  and  whenever  practicable 

^Heiman,  Medical  Reconl.  June  22(1,  ISOf).  bibl. 
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the  artificial-culture  characters — these  all  should  be  considered  in  the 
summary  of  evidence.* 

ACUTE  CEBEBBO-SPINAL  MENINGITIS. 

This  is  an  acute  infectious  process  of  which  the  characteristic 
lesion  is  an  exudative  inflammation  of  the  pia  mater  of  the  brain  and 
cord. 

As  a  rule  the  inflammation  of  the  pia  mater  results  in  the  production 
of  serum,  fibrin,  and  pus,  which  infiltrate  the  pia  mater  and  accumulate 
in  the  ventricles,  so  that  the  gross  appearance  of  the  brain  is  character- 
istic. The  exudation  is  often  especially  abundant  at  the  base  of  the 
brain  and  over  the  posterior  surfaces  of  the  cord.  In  children  the  dis- 
tention of  the  lateral  ventricles  with  purulent  serum  may  be  a  marked 
feature,  while  in  adults  the  quantity  of  serum  is  apt  to  be  small.  (For 
details  of  the  lesions  in  exudative  meningitis  see  Nervous  System.) 

While  the  above  are  characteristic  lesions  of  this  disease,  there  are  a 
numl>er  of  secondary  or  associated  spetica^mic  or  toxa?mic  lesions  in 
different  parts  of  the  body.  There  may  be  subserous  punctate  haemor- 
rhages in  the  endocardium;  petechia?  in  the  skin;  acute  arteritis; 
hyaline  and  granular  degeneration  in  the  voluntary  striated  muscle; 
occasional  multiple  abscesses  in  various  parts  of  the  body;  suppurati\'e 
inflammation  of  the  joints;  albuminous  degeneration  of  the  heart, 
liver,  and  kidneys:  and  hyperplr.sia  of  the  gastro-intestinal  lymphatic 
apparatus  and  of  the  spleen. 

Cerebro-spinal  meningitis  may  occur  by  itself  or  in  connection  with 
some  other  acute  infectious  disease,  such  as  acute  lobar  pneumonia, 

mycotic  ulcerative  endocarditis,  pyaemia, 
multiple  suppurative  arthritis,  otitis  media, 
puerperal  fever,  typhoid  fever,  etc. 

It  may  be  ejndemic,  the  lesions,  how- 
ever, being  essentially  similar  to  those  in 
the  simple  acute  form. 

The  bacterial  excitants  of  simple  cerebro- 
Fio.  133.— DiPLococcrs   Intra-     spinal  meningitis  are  most  commonly  the 
cellular.«.-Men,noococcv«        pneumoc'occus  and  Streptococcus   pyoge- 

Prom  fluid  obtained  by  spinal  .-^^   i  *  .  .       .t 

puncture  in  case  of  epidemic  cere-     "^^^-      ^'*  l^^s  frequent  occurrcnce  m  the 
bro-spinai  meningitis.  lesions  are  the  influenza  bacillus,  the  ty- 

phoid bacillus,  and  the  gonococcus.     Other 
bacteria    have    been   recorded. 

Epidemic  Cerebro-Spinal  Meningitis.— This  form  of  exudative  in- 
flammation of  the  meninges  of  the  brain  and  cord  is  induced  by  an 
organism  named  by  Weichselbaum  Diplococcus  intracellularis  menifi" 
(fitidis  because  of  its  form  and  its  frequent  presence  within  cells  of  the 

*  Von  IliUrr,  CVntralbl.  f.  Bakt..  Abt.  I.,  Ikl.  xix..  p.  12().  1896.  For  8ummar>'  of 
studies  on  tlie  gonocfx-cus  with  bibliof^raphy  consult  Seiaitcr  and  W.  ScHoUz  in  Kolle  and 
Wassemiann's  "llandbuch  der  Mikr(M)rganismen,"  Bd.  ii.,  p.  148. 

A  comprehensive  biV^lioKraphy  may  be  found  in  an  article  bv  Elting,  Albany  Medical 
Annals,  March,  IIHK), 
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exudate  (Fig.  133).     While  often  occurring  in  epidemic  form,  this  infec- 
tion may  be  sporadic. 

The  lesions  are  in  general  similar  to  those  above  described  in  exu- 
dative inSammation  of  the  meninges  with  other  excitants,  but,  in  distri- 
bution and  type,  present  some  moderately  characteristic  appearances. 
The  exudate,  which  is  purulent,  sero-purulent,  or  fibro-purulent,  is 
usually  most  marked  at  the  base  of  the  brain  and  on  the  posterior 


surface  of  the  cord.  In  death  at  an  early  period  there  may  be  simple 
hyperemia  with  little  exudate.  The  purulent  exudate  consists  largely 
of  polymorphonuclear  leucocytes,  but  there  may  be  large  polyhedral 
cells  mingled  with  them.  These  large  cells,  apparently  derivatives  of 
endothelium,  are  phagocytic  and  may  contain  leucocytes,  red  blood 
cells,  etc.  At  later  periods  these  large  cells  may  preponderate  in  the 
exudate.  The  exudate  may  be  present  in  the  superficial  layers  of  the 
brain  and  may  involve  the  cranial  nerves  and  the  spinal  nerve  roots. 
There  may  be  proliferation  of  neuroglia  cells.'  Acute  arteritis  with 
the  accumulation  of  leueoc>-te3  and  the  formation  of  new  cells  l>eneath 
the  endothelium  of  the  small  arteries  of  the  brain  and  cord  (Figs.  134  and 
135)  is  often  present  in  this  disease. 

■  For  Ml  eintotnc  of  loioiu  aee  Co-untilman,  Jour,  Amer.  Med.  Asm.,  vol.  xliv.,  p.  997, 
1005. 
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In   the  prolonped,  so-called  chronic  cases  there  may  be  oedema  and 
hickeninf!  of  the  pia  water  and  defeneration  of  llie  pus  cells. 

Charactws  of  Diplococcus  Intr&cellulariB  Heningritidia. 
The  diploroc^iis  is  oUen  pn'seni  in  larp>  nuiiibem  in  the  exudate  and  may  be  found 

I  the  eeret>ro-spiniil  fluid  oblnined  hy  lumbar  puncture.     ,\gglulinali\-e  substances 
re  formed  diiriiiE  the  course  of  the  infection. 

Il  is  an  oval  diplocoeciis  not  staininp  by  Ciram's  method,     lis  growth  od  artlGcial 
ledia  is  meagre.     It  fonna  small  tronsparcnl  colonies  on  glycerin-agar  at  37°  C.  which 


<** 


'«^i-i.:^l«???Ji»^# 


Kifi-  135, -Km 

LeurcM-yti'n anil  [lolylieilral  cells  lisve  gatlicml   betwi 

Boon  die  out  without  frequent  tr.:nspU-ntinK  tn  fresh  media.  It  does  not  fni>w  at  tvoxa 
temperature.  It  is  readily  killed  by  diyinfc  and  speedily  disintegrates  in  various  fluids. 
.Animal  experiments  are  confimmlorj'  of  the  Ixslief  in  its  pathogenic  activity.  Typical 
lesions  may  \tc  induced  by  its  inoculation  into  the  spinal  cord  in  monkcj's.' 

This  organism  closely  resembles  the  gonococcus  in  morphology  and  considenbly 
K)  in  eultun-.  and  they  are  evidently  closely  related,' 

Source. ^The  frequent  occurrence  of  the  meningococcus  in  the 
nasal  passages  both  in  those  suffering  from  epidemic  cerebro-spiaal 
meningitis  at  an  early  period  and  in  those  closely  associated  with  them, 
while  it  is  usually '  absent  in  well  persons  not  exposed  to  the  disease, 
leads  to  the  conclusion  that  the  infectious  material  may  be  transmitted 
by  the  nasal  secretion  tiirecily  or  though  the  air  in  the  spray  caused  by 
sneezing.  There  is  reason  for  believing  that  entrance  is  gained  through 
the  naso-pharyngeid  mucous  membrane,  especially  through  the  pharyo' 
geal  tonsil.' 

HicroiDOccu*  Catftrrhitlis. 
Diplococei  resembling  the   meningococcus  and  called  ,lf,  eaiarr/uUi*  have  b*en 
found  on  respiratory  mucous  membranes.     Their  cultural  chaisclera  are  quite  similar 

'  See /-/rxifr,  Trans,  .\«ii,  .4in,  Pliv«.,  vol,  xxi..  p,  37S,  inOfi:  aim,  Jour.  Exp.  Hed.,  ro). 
ix,.  pp,  HJSand  H2,  ino7. 

'  Fftt  a  study  of  rawH  with  bihi.  conmilt  Flfjnrr  and  Barlrr.  Am.  Jour,  Med.  8d„  vol. 
evil..  p)>,  Mia  and  25!).  1X04:  aim  C-unraman.  Mallnry.md  \t'ngld.  "Speriat  Report  of  the 
State  Ituard  of  Health  of  MaHHaeliiiM'ttB."  IH08:  bIm  KUer,  Jour.  Ufd.  Rrt.,  vol.  xiv,, 
p.  8y,  Klim,      tar  agnlutinalivc  reaetinn  see  Jargrr.  Zeiturh.  f.  Ilvgiene  u.  Infkr,,  Bd.  xliv,, 

i9o;(,  ji,  a-JS, 

>  Sec  WeiehKethaum  and  (Ikon,  Wiener  klin,  Worhenschr..  .lune  15th.  1006,  p,  625;  abn 
G'-adinn  and  r.  SI,»Uii.  Jrnir,  Inf.  Dix..  »uppl.  No.  2.  Feb,,  1006.  p,  21;  eluo  Hattlaurr,  CbL 
f.  Hakt..  Abth,  I..  Orig.  Ud,  xli,.  pp.  ffiW,  723.  796.  11M)6, 

'  a'4,-trahof/}tT.  Berl.  klin.  Wocliejisehr,,  June  IZIli,  1905.  p,  737. 
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to  those  of  the  meningococcus,  for  which  they  may  be  easily  mistaken.  They  are  be- 
lie\'ed  to  be  incitant^  of  catarrhal  inflammations.  They  are  often  associated  ^ith 
pneumococcua  and  the  influenza  bacillus. 

GLANDERS. 

Glanders  is  an  infectious  disease  incited  by  the  presence  and  growth 
in  the  bodv  of  the  Bacillus  mallei. 

It  is  most  common  in  the  horse,  affecting  the  mucou.s  membrane  of 
the  nose  (when  involving  the  skin  the  disease  has  been  called  farcy), 
and  can  be  communicated  to  man  and  to  certain  other  of  the  domestic 
animals  by  direct  or  accidental  inoculations. 

Man  is  quite  susceptible  to  glanders  infection,  and  the  disease  is 
most  frequent  in  those  who  come  much  into  direct  contact  with  horses. 
The  seat  of  primar}'  local  infection  is  most  often  the  skin,  more  rarely 
the  mucous  membranes  about  the  nose  and  mouth. 

The  local  lesions  are  similar  in  man  and  the  lower  animals.  In  the 
presence  of  the  Bacillus  mallei  there  is  usually  a  circumscribed  or  more 
rarely  a  diffuse  infiltration  of  the  tissue  with  leucocytes  and  young  con- 
nective-tissue cells.  These  whitish  foci  of  cell  accumulation  mav  be 
small  and  to  the  naked  eve  re.semble  miliarv  tul)ercle.s.  or  thev  mav  be 
larger  and  nodular.  The  tissues  about  them  may  be  infiltrated  with 
blood.  But  the  accumulated  cells  are  apt  in  the  presence  of  the  i)acilli 
to  become  necrotic  and  disintegrate  and  thus  lead  to  smaller  and  larger 
abscesses,  or,  if  near  the  surfaces,  to  ulcers.  If  they  occur  on  mucous 
membranes  these  lesions  are  often  accompanied  by  intense  diffuse  catar- 
rhal inflammation. 

As  the  glandei's  nodules  soften,  the  bacilli  are  apt  to  diminish  in 
number  or  in  the  capacity  to  stain,  .30  that  it  may  i)e  possible  to  detect 
their  presence  only  by  inoculation  or  culture  methods. 

The  disease  may  begin  at  a  single  point,  so  that  it  may  l)e  mistaken  for 
a  carbuncle  or  gangrenous  erysipelas.  But  the  infection  is  apt  not 
to  remain  local;  the  bacilU,  finding  their  way  along  the  lymph-channels 
into  various  parts  of  the  body,  set  up  fresh  foci  of  inflammation  and 
necrosis.  Then  the  skin  may  be  covered  with  a  pustular  eruption; 
furuncles,  carbuncles,  and  abscesses  may  form  beneath  the  skin  and  in 
the  muscles.  Nodules  are  found  in  the  nasal  mucous  membrane,  the 
lungs,  kidneys,  testes,  spleen,  and  liver.  The  joints  may  be  inflamed, 
and  there  may  \>e  osteomyelitis.  Leucocytosis  may  accompany  infection 
with  the  B.  mallei. 

The  glanders  infection  may.  however,  pursue  a  more  chronic  course, 
with  hard,  persistent  nodules  and  sluggish  ulcers.  Under  these  condi- 
tions the  detection  of  the  bacillus  in  the  tissue  by  a  simple  morphological 
examination  mav  l)e  difhcult. 

While  some  forms  of  glanders  nodules  somewhat  resemble  in  gross 
and  microscopic  appearance  certain  forms  of  miliary  tubercles,  the 
al>sence  in  the  former  of  coagulation  necrosis  and  of  giant  cells,  and 
the  tendency  to  rapid  disintegration  and  sf)ftening  in  the  latter,  will 
usuallv  suffice  for  the  distinction  between  the  two  sets  of  lesions.     But 
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the  demonstration  of  the  bacilli  characteristic  of  each  is  in  all  cases 
decisive. 

Characters  of  the  Bacillus  Mallei. 

The  Bacillus  mallei  is  a  slender  bacillus  proportionately  thicker  than  the  tubercle 
bacillus,  with  rounded  ends,  occurring  singly  or  in  pairs  (Fig.  136).  It  stains  easily 
with  the  anilin  dyes,  but  readily  gives  up  the  color  in  presence  of  e\'en  feeble  decoloriz- 
ing agents  such  as  dilute  alcohol  or  acids.     It  is  left  decolorized  by  Gram's  method. 

When  stained,  uncolored  areas  are  apt  to  remain  in  the  body 
^-\A  y^       of  the  germ.     Whether  these  are  spores  or  not  is  not  yet  defi- 
^F%i^m^^      nitely  determined. 
fc^W  I^M  In  the  tissues  the  bacilli  may  be  stained  with  I^ffler's  alka- 

^T^a^^mL  ^^"^  methylene  blue. 

I  The  glanders  bacillus  grows  readily  on  almost  all  of  the 

ordinary  artificial  culture  media,  and  best  at  blood  heat.     The 

Fio.  136. — lUciLLra      growths  on  solid  media  are  apt  to  be  viscid.     On  potatoes  it 

Mallei.  forms  in  two  or  three  days  an  abundant  yellowish  pellicle  which 

in  a  few  days  darkens  and  finally  l)ecomes  brown  in  color.  It 
gradually  loses  its  \irulence  in  successive  generations  of  artificial  cultures.  The  germ 
is  easily  killed  by  moist  heat,  hut  may  remain  alive  in  a  dried  state  for  months. 
Field  mice  and  guinea-pigs  are  verj-  susceptible  to  infection  with  the  Bacillus  mallei, 
and  after  inoculation  develop  highly  characteristic  local  and  general  lesions. 

In  cases  in  which  an  early  diagnosis  is  imperative  it  is  well,  in  addition  to  the  mox^ 
phological  examination  and  cultures  of  the  suspected  exudate,  to  inject  a  small  amount 
into  the  peritoneal  cavity  of  a  male  guinea-pig.  If  the  virulent  glanders  bacilli  be 
present,  >\'ithin  two  or  three  days  the  testicles  will  swell  and  de\'elop  an  intense  sup- 
purative inflammation. 

As  the  glanders  bacillus  grows  in  nutrient  broth,  a  proteid  substance — or  substances 
— develops,  which  when  concent mted  by  evaporation  of  the  broth  is  called  maUein. 
This  substance  prepared  and  administered  to  horses  suffering  from  glanders,  as  tuber- 
culin is  prepared  and  administered  to  tuberculous  cattle  (see  p.  255),  gives  a  similar 
temperature  reaction,  and  is  thus  an  important  diagnostic  agent.^ 

Other  Bacilli  Related  to  Bacillus  Mallei. 

Several  bacilli,  apparently  related  to  the  B.  mallei,  have  been  found  in  various 
lesions  in  men  and  lower  animals.  Thus  an  organism  called  Bacillus  pseudotuberculosis 
has  been  found  in  certain  nodular  lesions  somewhat  resembling  tubercles  which  are 
especially  frequent  in  rodents.  B.  pseudotuberculoitis  liquefaciens  has  been  described 
in  a  series  of  cheesy  nodules  of  the  peritoneum,  pancreas,  and  liver  in  man.  In  this 
group  also  l^elong  organisms  which  have  been  found  in  noma. 

Chancroid. 

In  the  lesion  of  "soft  chancre^*  (chancroid)  and  the  discharge  from  it  a  small  oval 
bacillus  ("Ducrey's  bacillus")  has  been  frequently  found  either  clustered  or  in  chains. 
It  stains  readily  with  methylene  blue,  although  it  easily  loses  the  color.  It  usually 
occurs  with  other  micro-oi^anismS;  and  has  been  found,  though  not  commonly,  in  the 
buboes,  often  occurring  with  the  sore.  It  has  been  obtained  in  pure  culture,  in  rabbit- 
blood  agar  and  in  human  blood  and  inoculation  experiments  in  man  and  in  monkeys 
indicate  its  pathogenicity.^ 

ANTHBAX.  (Splenic  Fever;  Malig^nant  Pustule;  Charbon;  Carbuncle.) 

This  disease,  which  is  much  more  common  in  the  lower  animals, 
especially  the  herbivora,  than  in  man,  is  widely  prevalent  in  Europe. 

'  For  a  rt'sum*'  of  rharactors  of  the  glandcra  bacillus  see  Wiadimiroff  in  Kolle  and  Was- 
sermann's  "Handburh  der  Mikroorganismen,"  Bd.  ii.,  p.  706. 

^  See  Dointt,  Journal  of  Medical  Research,  vol.  ix.,  1903,  p.  401,  bibL 
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lation  may  occur  through  the  skin  by  the  afrwicy  of  flies  and  other 
insects  which  have  lieen  feeding  on  aniiiuilH  infected  with  this  disease, 
through  abrasions  or  slight  wounds  on  the  hands  of  those  handling 
their  carcasses  or  hides,  or  in  other  ways.     Following  this  skin  inocula- 


tion a  pustule  is  apt  to  develop — "  miilif:nant  pustule  " — and  varying 
phases  of  an  acute  exudative  inflammation,  which  may  Ije  ha'morrhagic, 
aero-fibrinous,  purulent,  or  necrotic,  accompany  the  local  proliferation 
of  the  germs  (Fig.  137).     Anthrax  bacilli  in  larjie  numbers  may  l;e  pres- 
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ent  in  the  local  lesion.  From  this  local  source  a  general  infection  may 
ensue.     General  infection  mav  occur  without  evident  external  lesion. 

Infection  with  anthrax  may  occur  through  the  lungs,  most  often 
among  those  who  handle  infected  wool  or  hides,  the  dust  from  which  is 
inhaled  ("  wool-sorter's  disease  ").  Under  these  conditions  there  may 
he  oedema,  lobular  pneumonia  with  involvement  of  the  pleura,  medias- 
tinum, and  other  adjacent  structures.  Infection  through  the  gastro- 
intestinal canal  takes  place  by  the  ingestion  of  food  containing  anthrax 
spores,  and  is  apt  to  be  accompanied  with  inflammatory  and  necrotic 
changes,  which  are  descril>ed  in  detail  among  lesions  of  the  intestine. 

When  general  anthrax  infection  occurs  the  post-mortem  appearances 
vary.  Decomposition,  as  in  other  acute  infections,  generally  sets  in 
early.  The  blood  is  frequently  not  much  coagulated  and  dark  in  color. 
Hipmorrhages  and  ecchymoses  are  frequently  found  in  the  serous  and 
mucous  membranes  and  in  various  other  parts  of  the  body. 

The  lungs  may  show  small  haemorrhages  and  oedema,  and  the  bron- 
chi may  be  deeply  congested.  The  pleural  cavities  may  contain  serum. 
The  intestines  may  exhibit  the  lesions  of  the  so-called  intestinal  mycosis. 
The  bronchial  and  other  lymph-nodes  may  be  swollen.  The  spleen  may 
be  swollen,  very  dark  in  color,  and  soft,  sometimes  almost  diffluent. 

The  bacillus  may  be  found,  usually  in  large  numbers,  in  the  spleen 
and  in  the  capillar^'  blood-vessels,  especially  in  the  liver  (see  Fig.  138), 
lungs,  kidneys,  and  intestine.* 

Characters  of  the  Bacillus  Anthracis. 

The  Bacillus  anthracis  is  from  5  to  20  /^  long  and  about  1  /t  broad,  capsulated,  and 
is  often  uneven  along  the  sides.  The  ends  of  the  bacilli  are  square  or  slightly  on- 
cave,  and  the  bacilli  often  hang  together  end  to  end,  forming  thread-like  structures 
_  (Fig.  139).    While  the  bacilli  in  the  vegetative  con- 

^^^^■^^  dition  are  easily  killed,  they  develop  spores  outside 

h.    ^*  M^Ww  ®^  ^^^  body  only,  and  these  are  yery  invulnerable  to 

^^k.       ff  aw^csas        the  action  of  the  ordinary  germicidal  agents  and  to 
^^  ^^       ^^       heat,  resisting  often  for  many  days  the  action  of  from 


^ 


two-  to  five-per-cent  carbolic  acid  and  defying  for 

some  minutes   the  action  of   live  steam.     Anthrax 

^  bacilli  are  immobile,  sometimes  capsulated,  and  are 

easily  stained  by  the  anilin  dyes.    TUey  grow  read- 

ily  on  artificial  culture  media  at  ordinary  room  tem- 

Fio.  139.     HACiLLrfl  Anthracis      peratures,  fluidifving   gelatin  and   usually  growing 
Containing  Spores.  ^^^   y^^^^  ^j^^^,  ^^  ^  ^^  ^  networic  of  delicate  fila- 

1-  rom  a  culture.  ^j^^ts  into  the  solid  medium. 

Subcutaneous  inoculation  of  cultures  of  the  an- 
thrax bacillus  into  various  species  of  animals  induces  characteristic  lesions.  White 
mice  and  guinea-pigs  are  especially  susceptible,  usually  succumbing  to  the  anthrax  septi- 
cjrmia  in  from  two  to  four  days.  Sitous  exudations,  often  bloody  and  with  many  bacilli, 
develop  at  the  seat  of  inoculation,  while  in  the  blood  multitudesof  the  bacilli  are  found. 

If  cultures  of  the  anthrax  bacillus  be  made  at  a  temperature  of  about  42®  C,  growth 
occurs,  but  it  is  meagre.  Spores  are  not  formed  as  they  are  at  body  temperature,  and 
the  virulence  of  the  germ  diminishes  day  by  day,  so  that  at  last  the  most  susceptible 
animals  arc  not  affected  l)y  large  inoculations  of  the  living  organisms.  If  fresh  cultures 
of  these  organisms  lx»  made  in  various  stages  of  their  diminishing  virulence  and  main- 

'  For  bibliograpliy  and  rrauint'  of  antlirax  see  Sobemheim,  KoUe  and  Wassermann's 
"Hniuibuch  der  Mikroorganismen,"  Bd.  ii.,  p.  1. 
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tained  at  their  optimum  temperature,  spores  will  again  form,  the  growth  will  become 
vigoroiu.  and  in  muiTihoIogy  quite  characteristic;  but  the  physiological  qualities  which 
det«nmne  \-irulence  will  rpmain  more  or  less  in  abeyance. 

By  inoculation  of  animals  with  anthrax  cultures,  beginning  n-ith  those  which  had 
be«i  maintained  at  42°  C.  for  from  fifteen  to  twenty  days,  and  thus  possessed  but 
feeble  nrulence,  and  passinf;  to  those  cultivated  at  42°  C.  for  a  shorter  time  and  which 
were  therefore  nu>re  Wrulent,  Pasteur  was  able  to  secure  immunity  from  anthrax  in 
kaeriea  of  the  lonTr  animals  (see  p.  160).  Baaed  up>on  these  experiments  a  method 
of  ptotecti^ie  inoculation  has  been  practised  on  a  large  scale  among  sheep  and  other 
animals  in  some  parts  of  Europe  which  has  been  of  great  economic  value.  According 
to  some  authorities  the  death  rat«  from  anthrax  has  under  these  preventive  inocula- 
tion* been  reduced  in  sheep  from  ten  per  cent  to  about  nine-tenths  of  one  per  cent, 
and  in  cattle  from  five  per  cent  to  less  than  four-tenths  of  one  per  cent.' 


AOTIVOIITOOSIB. 


This  disease,  which  is  of  occasional  occurrence  in  man,  but  is  more 
common  in  the  domestic  animals,  especially  in  cattle  and  in  horses,  is 


FiQ.   140. — AcTi.souircLa  Growinu  in  HmiAN  Bronchits. 

(The  bulbed  enda  of  the  filaments  are  seen  in  tlic  bonlcrg  uf  thu  colony.     The  broDclius, 

cut  lengtliwiae,  cantsiiu  purulent  exudale,  and  its  wall  is  becoming  involved.) 

most  frequently  characterized  by  a  slow  suppurative  and  proliferative 
process,  often  leading  to  the  formation  of  large  fungous  masses  which 
may  become  calcareous. 

is  of  anthrax  bacilli 
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In  cattle,  the  new-formed  tissue,  which  develops  with  especial  fre- 
quency in  the  jaw,  is  apt  to  extend  beyond  the  original  site  and  to 
slough,  so  that  not  only  may  the  tissues  of  the  tongue,  pharynx,  larynx, 
etc.,  be  involved,  but  secondary  nodules  of  similar  character  may  form 
in  the  lungs,  gastro-intestinal  tract,  and  skin. 

In  man,  suppuration  with  necrosis  and  the  formation  of  abscesses, 
ulcers,  and  fistula^,  are  the  most  marked  lesions  in  parts  near  the  surface 
of  the  body.  In  the  lungs  the  lesions  may  be  essentially  those  of  an 
acute  general  bronchitis  or  in  the  form  of  broncho-pneumonia  (Fig. 
140),  with  the  formation  of  new  tissue.^ 

Abscesses  and  cavities  may  form  which  extend  into  adjacent  parts. 
In  intestinal  actinomvcosis  nodular  masses  of  new  tissue  with  ulceration 
may  develop  in  the  mucosa  and  submucosa.  Metastases  have  been 
described.  The  excitant  of  this  disease — now  most  commonlv  called 
Streptothrix  actuiomyces  or  Actinomyces  bovis — is  a  micro-organism 
which  seems  to  be  more  closely  related  to  the  moulds  than  to  the  bacteria. 
It  is,  however,  considered  here  because  its  botanical  position  is  not  yet 
clearly  established,  and  it  is  still  conmionly  regarded  as  one  of  the  so- 
called  pleomorphous  or  **  higher  bacteria  "  (see  p.  130). 

The  organism  often  grows  in  the  tissues  in  the  form  of  little  rounded 
masses  from  a  size  so  small  as  to  be  invisible  to  that  of  a  pin's  head. 
They  may  be  transparent  or  grayish-white  or  yellow  or  dark  in  color. 
Undsr  the  microscope  these  masses  often  appear  in  the  form  of  a  dense 
group  of  radiating  filaments  with  more  or  less  bulbous  ends;  hence  the 
common  name  **ray  fungus.'' 

0B.aracter8  of  ActinomyceB. 

The  organism  is  readily  cultivated  at  l>ody  temperature.^  It  grows  in  delicate 
branching  threads  which  l^<^^  show  segments  resembling  bac(lli  and  cocci  besides 
bulbous  or  club-shaped  foiins,  probably  resulting  from  degeneration  ('involution 
forms '0.     Successful  inoculations  of  cultures  have  been  made  in  animals. 

The  organism  is  usually  conveyed  from  one  animal  to  another  by  inoculation  or  by 
contaot  of  the  growth  with  a  woiind  or  an  abrasion  of  the  mucous  membrane.' 

In  the  examination  of  sputum;  fseces,  pus,  et«.,  for  the  presence  of  actinomyoes 
the  naked-eye  appearances  may  be  of  value,  since  the  yellowish-white  granules  are 
often  quite  visible,  especially  on  a  black  l:>ackground.  Suspicious  masses  may  be 
teased  and  studied  unstained,  or  stained  by  Gram's  method.  Sections  of  tissue  may 
be  hardened  in  alcohol,  and  sections  stained  by  Gram's  method  with  contrast  eoan 
stain. 

Other  Org^anisma  Resembling*  Actinomyces. 

Many  forms  of  micro-organisms  of  similar  general  characters  to  the  Streptothrix 
actinomyces  have  be<*n  described,  some  occurring  in  connection  with  infective  proooooco 
in  man  and  the  lower  animals  of  which  they  seem  to  be  the  excitants,  others  living  as 
saprophytes  in  various  situations.  Among  the  apparently  pathogenic  forms  we  may 
mention  the  following: 

Streptothrix  Maduras  which  is  found  in  connection  \nth  a  disease  conunonly  called 

*  For  a  detailed  description  of  the  lung  lesions  in  actinomycosis,  with  general  bibli- 
ography, see  Hodenpyl,  "Actinomvcosis  of  tlie  Lung,"  New  York  Medical  Record,  Dec.  13th, 
1890. 

^  For  a  study  of  the  biology  of  Actinomyces  with  bibl.  see  Wright,  Jour.  Med.  Rcss., 
vol.  viii.,  p.  349,  1905. 
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myoetoma  or  "Madura  foot,"  frequent  in  the  tropics  and  characterized  by  new  nodular 
growths  associated  with  suppuration  and  necrosis  most  often  affecting  the  foot. 

Another  form  has  been  described  in  connection  with  a  peculiar  fonn  of  erysipela- 
tous inflammation  of  the  skin ;  another  in  the  so-called  farcin  dc  bcBuf,  a  disease  of  cattle 
in  Guadeloupe. 

Several  times  org:anisms  of  this  general  character,  but  differing  considerably  from 
S.  actinomyoes,  have  been  found  in  inflammatory  and  necrotic  lesions  of  the  lungs. 
Whether  these  are  variants  of  that  species  or  independent  species,  and  how  many  such 
there  are  it  is  impossible  at  present  to  say.' 

Pharyngo-MycoBis  Leptothrica. 

Certain  filamentous  nucro-organisms  called  Leptothrix,  whose  botanical  affiliations 
are  not  yet  clear,  are  of  common  occurrence  in  the  mouths  of  healthy  pi»rsons.  ( )cca- 
sionally,  however,  a  persistently  recurrent  attack  of  **8ore  throat,"  with  local  ti»ndemes8 
and  sometimes  cough  and  fever,  is  associated  with  the  growth  of  masses  of  leptothrix 
in  the  crypts  of  the  tonsils,  at  the  l)ase  of  the  tongue,  on  the  walls  of  the  pharj'nx,  or 
in  the  nose  or  superior  portion  of  the  cesophagus.  The  leptothrix  masses  or  colonies 
fonn  thick  whiti^  pellicles  or  pat<;hes  which  may  he  superficial^  or  in  the  tonsils  may 
extend  deep  into  the  crypts.  These  masses  are  usually  finiily  adherent,  often  leave 
bleeding  surfaces  when  removed,  and  the  growth  is  apt  persistently  to  recur. 

Microscopic  examination  of  removed  portions  of  the  growth  show  tufts  and  bun- 
dles of  the  thread-like  micro-organisms,  growing  among  or  directly  out  from  flat  epi- 
thelial cell  masses  and  mingled  with  various  other  fonns  of  micro-organisms,  mostly 
cocci  and  short  bacilli.  There  may  be  overgrowth  of  epithelium  and  collections  of 
leucocytes  in  and  about  the  leptothrix  masses.  In  sections  of  the  tissue  or  in  teased 
fragments  treated  with  iodin  (Lugol's  solution)  the  leptothrix  threads  an'  readily 
differentiated  from  the  tissue  elements  and  from  other  micro-organisms,  by  their 
dark  color.' 

INFLT7ENZA.    (Epidemic  Catarrhal  Fever;   La  Grippe.) 

This  is  an  infectious  disease  characterized  by  fever,  physical  and 
mental  prostration,  and  exudative  inflammations  in  difTercnt  parts  of 
the  body.  Thus  there  may  be  exudative  inflammation  in  the  respiratory, 
digestive,  and  nervous  systems,  either  singly  or  together.  Sometimes, 
however,  these  local  inflammations  may  be  absent  when  the  disease  may 
be  marked  by  the  characteristic  prostration  and  symptoms  of  toxirmia. 
None  of  the  lesions  appear  to  be  characteristic.  The  lesion  of  the 
lungs  is  usually  of  the  broncho-pneumonic  type  and  is  apt  to  involve  the 
interstitial  tissue.  The  cut  surface  is  smooth,  the  exudate  soft  and 
contains  relatively  little  fibrin.  The  lung  resembles  that  of  '*  purulent 
infiltration.'' 

The  numerous  bacterial  studies  which  up  to  1S92  had  been  made  on 
epidemic  influenza  had  failed  to  reveal  any  micro-or^nism  which  could 

»  Conmilt  Wright,  Joum.  Exp.  Med.,  vol.  iii.,  p.  421,  1898,  bibl. 

•  For  a  deiicription  of  two  such  coMes,  witli  a  selected  bibliography,  see  Xorns  and 
Larkin,  Joum.  Exp.  Med.,  vol.  v.,  p.  155.  19(K);  also  t-a-se  by  TuUle,  Med.  and  Surg.  Rep., 
Presby.  Hoep.,  X.  Y.,  vol.  vi.,  p.  147,  19()4. 

For  a  critical  summary  of  this  group  of  organisms,  with  a  full  bibliography,  see  nii>n«>- 
|p«ph  by  LaehnerSandocalf  "Uebor  Strahlenpilze,"  Strasburg,  1898;  see  also  Prtnischku, 
KoUe  and  Waasermann's  "Handbuch  der  Mikroorganisnien."  Hd.  ii.,  p.  S.TJ. 

For  a  full  treatment  and  bibliography  consult  the  monograph  on  "Aktinomykose"  by 
Schir^el  in  Kollc  and  Wassermann's  "ilandbuch  der  Mikruorganistnen,"  Bd.  ii..  p.  8G1; 
see  tdno  MuBiter,  Pearer,  and  Gwyn,  Trans.  Assn.  Am.  Phys.,  vol.  xvi..  p.  208,  1901. 

•  For  further  detaiU  and  bibliography  consult  Canif^U,  Medical  News,  Apr.  4th,  1S9G; 
alaoPeartsr,  BulL  Univ.  Penn.,  vol.  xiv.,  iooi,  p.  217. 
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fairly  be  regarded  as  of  etiological  significance,  although  some  of  the 
complicating  inflammations  of  the  lungs  had  been  shown  to  be  very 
frequently  associated  with  the  pyogenic  cocci — Staphylococcus  pyogenes 
and  Streptococcus  pyogenes  and  the  Diplococcus  pneumoniae. 

Early  in  1892,  Pfeiffer,  Kitasato,  and  Canon  described  the  occurrence 
in  the  bronchial  exudate  and  in  the  blood  of  influenza  patients  of  a  ver>' 
small  bacillus,  hitherto  unknown  or  possibly  noted  earlier  by  Babes. 
This  bacillus — B.  influenza: — was  sometimes  present  in  the  bronchial 
exudate  in  enormous  numbers,  and  often  with  little  or  no  contamina- 
tion with  other  germs.  It  was  found  at  the  seat  of  other  local  lesions, 
and  the  pus  cells  often  contained  many  bacilli.  In  the  blood  it  was 
occasionally  present.  It  has  been  found  to  persist  in  the  body  long  after 
the  active  processes  have  ceased.* 

Characters  of  the  Influenza  Bacillus. 

The  influenza  bacillus  stains  with  some  difficulty  i^-ith  the  simple  anilin  dyes; 
but  by  Ziehl's  solution  (p.  253),  or  by  wanned  Loffler's  methylene  blue  (p.  139), 
it  is  n^adily  colored.  It  does  not  retain  the  stain  well  by  Gram's  method.  The  bacilli 
are  slender  and  short  (one  to  one  and  a  half  times  as  long  as  broad)  with  rounded  ends, 
sometimes  lie  singly,  sometimes  in  pairs  or  short  chains  or  heaps,  do  not  form  spores, 
and  are  not  motile.  The  organism  apparently  dies  after  a  few  hoiurs'  drying  in  the  air 
and  soon  in  water  and  is  readilv  killed  by  heat  or  cold. 

This  bacillus  grows  l>e8t  at  body  temperature,  on  glycerin-agar  whose  surface  has 
been  smeared  with  blood — human,  rabbit,  or  pigeon.  It  forms  very  small,  scarcely 
visible  dewdrop-like  colonies,  which,  although  gro>^'ing  close  together,  do  not  tend  to 
coalesce,  as  many  micro-organisms  do.  It  does  not  grow  at  a  temperature  at  which 
the  nutrient  gelatin  remains  solid.  In  beef  tea  it  forms  a  scanty,  cloudy  growth.  It 
has  been  cultivated  through  several  generations,  but  usually  dies  soon.  Animal 
inoculations  have  given  diverse  and  not  very  marked  results,  the  lower  animals  being 
aapprently  quite  insusceptible  except  to  very  large  doses  of  cultures  which  may  have 
a  toxic  action  upon  them.  The  earlier  observations  have  been  in  general  confirmed 
by  later  studies  of  others,  but  the  frequency  of  its  occurrence  in  the  blood  has  been 
questioned. 

The  evidence  that  the  organism  described  above  is  the  excitant  of 
influenza  rests  largely  upon  its  apparently  constant  presence,  especially 
in  the  exudates  of  the  nasal  and  bronchial  mucous  membranes,  where 
it  may  be  present  in  enormous  numbers  and  almost  free  from  admixture 
with  other  germs.  Its  effects  in  the  body  are  most  commonly  induced 
through  its  toxins.  That  the  organism  should  have  been  occasionally 
found  under  other  conditions,'  as  in  chronic  pulmonary  tuberculosis, 
does  not  at  all  militate  against  its  significance  in  inciting  the  manifes- 
tations of  influenza,  since  many  parallel  instances  are  known  in  other 
infectious   diseases.     The   frequent   discrepancy   between   the   clinical 

'  For  a  full  rfsumt^  of  the  characters  of  the  influenza  bacillus  and  its  relation  to  variouB 
forms  of  the  disease,  with  bibliography,  see  the  articles  by  Beck  in  Kolle  and  Waawrmaon*! 
"Ilandbuch  der  Mikroorganismen,"  Bd.  ii.,  p.  359. 

'  See  Park,  "  Pathofi^enic  Bacteria  and  Protozoa."  Second  od.,  1905,  p.  324;  see  also  for 
studies  of  this  organism  Lord,  Bost.  Med.  and  Surpj.  Jour.,  vol.  clii.,  pp.  537  and  674,  1905; 
also  Axierbach,  Zeits.  f.  Hygiene  u.  Infkr.,  Bd.  xlvii.,  p.  259,  1904;  aiao  Davit,  Jour.  Inf.  Dis.» 
vol.  iii.,  p.  1,  19()6. 

For  a  study  of  the  influenza  bacillus  in  inflammations  of  the  respiratory  tract  in  infants 
see  WolUtein,  Jour.  Exp.  Med.,  vol.  viii.,  p.  681,  1906. 
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and  bacterial  diagnosis  in  influenza  is  largely  due  to  its  varying  and 
often  obscure  clinical  manifestations  which  render  possible  ancl  conven- 
ient the  use  of  the  name  for  many  phases  of  catarrhal  and  other  forms 
of  inflammation. 

Source. — Material  containing  the  influenza  bacillus  is  readily  and 
doubtless  frequently  conveyed  from  the  victims  of  influenza  or  from  those 
harboring  the  organism  to  the  well  in  droplets  and  spray  dispersed 
through  the  air  by  unguarded  coughing  and  sneezing,  as  well  as  by 
direct  personal  contact  and  the  use  of  contaminated  utensils  for  food 
and  drink.     Artificial  immunization  to  influenza  has  not  been  secured. 

Other  OrganiBmB  of  the  Influenza  Bacillus  Group. 


There  arc  several  organisms  in  the  influenza  bacillus  group  which  considombly 
resemble  it,  some  of  which  appear  to  be  pathogenic,  others  not  so.  Thus  several  ob- 
8er\-era  have  found  in  exudates  from  various  sources,  but  especially  in  the  n^spiratory 
passages,  small  immobile  asporogenous  bacilli  growing  best  under  conditions  similar 
to  those  favorable  to  the  influenza  germ,  the  colonies  being  similar.  They  are  some- 
what larger  than  the  influenza  bacillus,  and  t<.'nd  to  form  threads.  This  organism  has 
been  called  the  pseudo-influenza  bacillus — B.  punido-influenza.  Its  pathogenic  capaci- 
ties are  not  clear,  but  it  e\4dently  differs  in  this  respect  from  the  genuine  influenza 
bacillus.  In  stained  specimens  of  exudate  the  pseudo-bacillus  may  l)e  mistaken  for 
its  relative.  It  seems  probable  that  there  may  be  several  forms  of  organisms  not 
distinguishable  at  present  from  each  other  and  from  the  influenza  bacillus,  which  have 
been  grouped  under  the  name  B.  pseudo-influenzas  so  that  the  use  of  the  name  is  of 
doubtful  valuc.^ 

Another  bacillus  of  this  group,  B.  conjunctiintidis — Koch-Week»  bacillus — has 
been  found  in  conjunctival  catarrh  by  several  obsservers  in  various  countries  and  is 
doubtless  the  inciting  factor  in  a  readily  communicable  form  of  conjunctival  inflamma- 
tion. This  bacillus  resembling  the  influenza  bacillus  is  somewhat  longt>r  and  grows  on 
blood-free  media.  It  may  be  differentiated  by  cultural  characters.  Animal  inocu- 
lations have  been  negative. 


TYPHOID  FEVEB. 

Typhoid  fever  is  an  acute  infectious  disease  incited  by  the  Bacillus 
typhosus.  The  reaction  of  the  body  to  this  bacillus  is  usuiilly  mani- 
fested by  characteristic  lesions,  especially  by  hyperplasia  and  necrosis 
in  the  lymphatic'structures  of  the  intestines  and  the  mesenteric  lymph- 
nodes,  and  in  the  spleen,  as  well  as  by  the  more  general  alterations 
incident  to  toxxmia  and  septicaemia;  but  the  infection  is  occasionally 
of  the  septicsemic  type  without  characteristic  local  lesions  in  the  intes- 
tines, or  mesenteric  nodes,  or  other  viscera. 

The  Bacillu.s  of  Typhoid  Fever. 

The  presence  of  a  bacillus,  called  Bacillus  typhosus,  in  various  parts 
of  the  body  in  typhoid  fever,  in  a  considerable  proportion  of  the  cases 
examined,  has  been  well  established  by  a  large  number  of  ol>servers» 
This  bacillus  does  not  occur  in  the  body,  so  far  as  is  known,  except  in 
connection  with  tKis  disease. 

*  S€»e  ref.  Wmllstciji  above. 
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Characters  of  the  Bacillus  TyphOBUs. 

The  typhoid  bacillus  is  usually  about  three  times  as  long  as  broad,  being  about  one- 
third  as  lonfu  as  the  diameter  of  a  red  blood  cell.     It  is  rounded  at  the  ends,  motile, 
aerobic,  facultative  anaerobic,  and  asporogenous.    It  grows  readily  at  room  tempera- 
ture on   the  ordinary-  media.     In  cultures  the 
bacilli  often  cling  together  end  to  end,  forming 
threads  (Fig.  141). 

During  artificial  culture  in  nutrient  broth 
a  poisonous  albuminoid  product  or  products  are 
formed  which  have  been  named  typhotoxin.  In- 
jection of  this  into  the  rabbit  may  in  addition 
to  general  toxic  symptoms  induce  hyperplasia  of 
the  intestinal  lymph-nodes.* 

Inoculations  of  the  t>7)hoid  bacillus  into  an- 
imals, while   not  producing  a  disease  in  all  re- 
Fiu.  141.— Bacillus  Tvphosvs.         spects  like  that  in  the  human  subject,  may  cause 

death  with  symptoms  and  lesions  as  closely  re- 
sembling those  in  man  as  we  are  often  able  to  produce  in  animal  experimentation.' 
Although  similar  effects  may  l>e  induced  in  animals  by  inoculation  with  other  genns, 
the  evidence  that  typhoid  fc'ver  in  man  is  product^d  by  the  typhoid  bacillus,  and  by 
this  alone,  is  altogether  so  strong  as  practically  to  amount  to  a  demonstration. 

It  is  probiible  that  the  more  characteristic  symptoms  and  lesions  of 
typhoid  fever  are  largely  due  to  the  absorption  of  toxic  substances  which 
are  produced  as  the  result  of  the  life  processes  of  the  bacteria  at  the 
point  of  their  greatest  accumulation  and  activity.  It  should,  however, 
l)e  borne  in  mind  that  the  typhoid  bacillus,  as  is  the  case  yAXh.  many 
other  bacteria,  may  induce  local  changes  by  means  of  its  proteid  constit- 
uents which  are  set  free  as  the  organisms  disintegrate  after  their  death 
in  the  body.' 

PrIM.\RY    ('HARArTKRISTIC    LeSIOXS. 

We  shall  first  consider  the  lesions  which  are  most  common  and  char- 
acteristic of  typhoid  fever. 

The  Intestines. — The  lesions  of  the  intestines  consist  of  an  inflamma- 
tory enlargement  (hyperplasia)  of  the  solitary  lymph-nodules  and  of 
the  agminated  lymph-nodules  (Peyer's  patches).  Necrosis  of  the  nod- 
ules with  ulceration  frequently  follows  the  hyperplasia. 

The  process  appears  to  begin  with  a  catarrhal  inflammation  of  the 
mucous  membrane,  accompanied  or  immediately  followed  by  changes  in 
the  lymph-nodules.  The  lesions  in  the  lymph-nodules  begin  early; 
they  have  been  observed  in  persons  who  have  died  forty-seven  hours 
after  the  commencement  of  the  disea.se.  The  increase  in  size  of  the 
agminated  and  solitary  nodules  may  be  rapid  or  gradual.  The  nodules 
may  be  only  slightly  enlarged,  or  may  project  far  into  the  lumen  of  the 
intestine.     The  enlargement  is  usually  more  marked  in  the  agminated 

'  For  a  study  of  tiie  soluble  poisons  of  tlie  typhoid  bacillus  sec  Rodet,  Lagn'fftnUtBXid 
Aly  Wahb;/.  Arch,  de  mi'il.  oxp.,  t.  xvi.,  p.  397,  V.H)4. 

'  For  a  study  of  oxpfrinirutal  tvphoid  see  Atlasaoff,  Ann.  Inst.  Pasteur,  t.  xviii.,  p.  701, 
1904,  hibl. 

'  For  a  sturly  of  the  typhoid  bacillus,  with  reference  to  the  patliology,  diagnosis,  and 
hygiene  of  the  dis<*:ise,  .see  IHsu,  Med.  News.  .May  1 1th,  HK)l. 
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than  in  the  solitary  nodules.  Usually  the  whole  of  a  Peyer's  patch  is 
enlarged,  but  sometimes  only  a  part  of  it.  If  the  enlargement  be 
gradual  the  (Afferent  nodules  which  make  up  a  Peyer's  patch  may  enlarge, 
while  the  septa  between  them  remain  but  little  changed,  thus  giving  the 
patch  an  uneven  appearance. 

The  patches  which  are  only  moderately  enlarged  are  of  reddish  or 
reddish-gray  color,  and  soft  and  spongy,  and  their  edges  blend  gradually 
with  the  adjoining  mucous  membrane.  The  patches  which  are  more 
markedly  affected  are  of  grayish  color,  of  firm  consistence,  and  rise 
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abruptly  from  the  surrounding  mucous  membrane  (Fig.  142)  or  even 
overhang  it  like  a  mushroom.  The  largest  patches  are  sometimes  more 
than  three-eighths  of  an  inch  thick. 

The  enlargement  and  infiltration  may  spread  from  the  patches  to 
the  surrounding  mucous  membrane,  so  that  the  patches  appear  very 
large;  a  number  of  them  may  become  fused  together,  and  there  may 
even  l>e  an  annular  infiltration  entirely  around  the  lower  end  of  the 
ileum.  The  infiltration,  limited  at  first  to  Peyer's  patches,  may  extend 
outward  into  the  muscular  coat,  and  appear  in  the  peritoneal  coat  as 
small,  gray,  rounded  nodules.  This  condition  is  usually  found  only 
with  a  few  patches  in  the  lower  end  of  the  ileum;  sometimes  in  the 
esecum  and  appendix  vermiformis. 

The  solitary  nodules  are  affected  in  the  same  way  as  Peyer's  patches. 
They  may  be  hardly  enlarged  at  all,  or  be  quite  prominent,  or  may  l>e 
affected  over  a  larger  portion  of  the  intestine  than  are  the  patches. 
Verj'  rarely  the  solitary  nodules  are  enlarged,  while  the  patches  are  not 
at  all  or  but  slightly  affected. 

The  inflammation  and  enlargement  of  the  agminated  and  solitary 
DtMlules  may  be  followed  by  a  healing  process.  The  character  of  this 
process  varies  according  to  the  inten.sity  of  the  pi-evious  inflammation. 

If  the  reaction  be  slight  and  the  enlargement  of  the  nodulcH  moderate, 
the  enlargement  gradually  disappears,  and  thej'  resume  their  normal 
appearance  (resolution).  In  moderate  enlargements  of  Peyer's  patches 
resolution  proceeds  first  in  the  nodules,  leaving  the  septa  between  them 
for  a  time  still  ewotlen  and  prominent.  This  gives  to  the  surface  of  a 
patch   a  reticulated  appearance.     After  a  time,   however,   the  entire 


iSSt  THE    INFECTIOUS   DISEASES 

patch  becomes  flattened  and  uniform.  On  the  other  hand,  the  solitary 
nodules  or  the  separate  nodules  of  a  patch  may  soften,  break  down,  and 
their  contents  be  discharged  with  some  attendant  hemorrhage.  This 
leaves  a  bluish-gray  pigmentation,  due  to  altered  hajmoglobin,  in  the 
situation  of  each  nodule,  and  this  may  remain  for  years. 

In  more  severe  types  of  the  disease  the  enlargement  of  the  nodules 
and  Peyer's  patches  ends  in  ulceration.     This  takes  place  in  two  ways: 
(a)  The  enlarged  nodules  or  patches  become  necrotic,  soften,  break 
down,  and  discharge  into  the  intestine.     In  this  way  are  formed  small 
ulcers  (Fig.  14,3).     These  ulcers  in- 
crease in  size  by  the  same  softening 
process,  which  gradually  extends  at 
their  edges,  and  in  this  way  ulcers 
of  large  size  may  be  formed.'     The 
ulcers  may  extend  outward  to  the 
muscularis  or  to  the  peritoneal  coat, 
or  they  may  involve  the  peritoneal 
coat  also  and  perforate. 

(6)  In  the  severest  forms  of  the 
disease  considerable  portions  of  the 
enlarged  patches  may  slough  and  be- 
come detached,  leaving  large  ulcers 
with  thick,  overhanging  edges  (Fig.  144).  The  slough  may  involve 
only  the  nodules,  or  it  may  involve  also  the  muscular  and  peritoneal 
coats  and  perforation  may  occur.  These  ulcers  also  may  afterward 
increase  in  size,  and  several  of  them  may  be  joined  together.  When 
the  ulceration  leads  to  perforation,  peritonitis  and  death  are  the  usual 
result.  In  rare  cases,  however,  the  patient  recovers  and  the  perforation 
is  closed  by  adhesions. 

If  the  patient  recover,  the  ulcers  are  covered  by  granulation  tissue, 
their  edges  become  flattened,  the  granulation  tissue  becomes  firmer  and 
denser,  and  this  new  connective  tissue  is  gradually  covered  with  cyhn- 
drical  epithelium. 

The  minute  changes  which  take  place  in  the  development  of  the  in- 
testinal lesion  are  as  follows: 

At  first  the  blood-vessels  around  the  nodules  are  dilated  and  con- 
gested, while  the  nodules  are  swollen  and  the  epithelium  may  fall  off. 
Then  the  nodules  increase  in  size,  largely  from  a  growth  of  new  cells. 

This  cell  growth  is  essentially  a  hyperplasia  of  normal  elements  of 
the  lymphatic  tissue,  namely,  the  lymph  cells  and  the  endothelium  of 
the  trabeculie  and  sinuses.  There  are  thus  two  main  types  among  the 
new-formed  cells:  first,  small  cells  with  relatively  large  and  deeply  stain- 
ing nuclei;  and  second,  larger  polyhedral  or  rounded  cells  with  more 
or  less  vesicular  nuclei.     The  larger  cells  may  contain  foreign  substances. 
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such  as  red  blood  cells  or  leucocytes  (Fig.  145).  The  occurrence  of 
mitotic  figures  in  the  endothelial  cells  while  these  are  in  situ,  and  the 
position  and  grouping  of  the  large  cells,  appear  to  prove  their  endothelial 
origin.     The  production  of  new  cells  is  not  confined  to  the  nodules,  but 


extends  also  to  the  a  Ijacent  m  co  s  n  embrane  an  [  unde  I  tissue. 

In  many  cases  also  I  tt  e  fo     of  s  m  la    ne     formed    ol     a  e  f  und  in 
the  muscular  subserous  an  1  serous  co    s 

In  this  stage  resolut  on  may  take  place     then  the  new  for    ed  cells 
degenerate  and  gradually  dsappear      In  severer  forms  of  tie  disease 
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necrotic  changes  are  apt  to  supervene,  leading  to  the  larger  and  small 
ulcers  above  described.  The  factors  which  determine  the  death  of  the 
hyperplastic  tissues  are  not  yet  fully  understood.  It  is  believed  by  some 
to  be  directly  due  to  toxic  substances  formed  by  the  typhoid  bacilli 
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which  kill  the  tissue  ceiis;  others  are  inclined  to  attribute  it  to  the  press- 
ure which  the  new-formed  cells  exert  on  the  nutritive  blood-vessels. 
The  conclusions  on  this  point  which  Mallorj'  draws  from  a  long  and 
intei'cstins  series  of  studies  would  indicate  that  a  proliferation  of  the 
endothelial  cells  of  the  blood-vessels  may  lead  to  their  occlusion.  This 
observer  describes  the  formation  of  occluding  thrombi  in  the  lymph- 
vessels  ami  smaller  veins.  These  are  composed  of  the  proliferated 
endothelial  tells  which  have  degenerated,  together  with  fibrin  whose 
formation  these  degenerating  cells  induce.  The  accumulation  of  serous 
and  fibrinoii.s  exudate  about  these  thrombi,  and  the  necrosis  of  tissue 


Tlic  large  cells  in  the  ainuges  c( 


which  may  now  ensue,  may  soon  be  followed  by  necrosis  of  the  super- 
ficial epithelium  and  the  development  of  ulcers.  The  accumulation  of 
polymorphonuclear  leucocytes  may,  according  to  Mallory,  now  occur, 
anil,  in  cases  which  go  on  to  recovery,  healing  follows  by  the  formation 
in  the  usual  way  of  granulation  tissue  with  the  ultimate  restitution  of 
the  surface  epithelium.  Mallory  lays  great  stress  upon  the  phagocytic 
nature  of  the  new-formed  cells  of  the  veins  and  lymph-vessels  (Fig,  146 
anil  Fig.  147).  For  the  significance  of  this  process  and  other  interest- 
ing lietails  we  refer  to  the  original  paper.' 

The  lesions  which  we  have  described  are  found  most  frequently  and 
are  most  pronounced  in  the  lower  part  of  the  ileum.  They  are  not 
always,  however,  confined  to  this  situation.  Enlarged  and  ulcerated 
nodules  may  be  found  over  the  entire  length  of  the  ileum  and  even  in 
the  jejunum.  They  may  also  extend  downward  and  be  found  in  the 
colon,  even  as  far  down  as  the  rectum.  Similar  changes  may  take 
'  MaUiiry,  Journal  u(  Experimental  Medicine,  vol.  iji.,  p.  611,  1898. 
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place  in  the  appendix  vermiformis.'  A  few  cases  are  recorded  in  which 
local  nodular  foci  of  new  cell  production,  necrosis,  and  ulceration  are 
limited  to  the  colon.  Clusters  of  typhoid  bacilli  may  be  found  in  these 
nodules.  These  are  usually  irref;ularly  scattered,  are  not  limited  to  a 
hyperplasia  of  the  lymph-nodules,  and  should  be  distinguished  from 
Mmplc  nodular  hyperplasia  with  ulceration.' 

Hesenteric  Lymph-Nodes. — The  mesenteric  nodes  undergo  changes 
similar  to  those  in  the  nodules  of  the  intestines,  and  are  usually  affected 
in  a  degree  corresponding  to  the  intensity  of  the  intestinal  lesion. 

The  nodes  are  at  first  congested  and  succulent:  then  there  is  a 
production  of  lymphoid  cells  and  large  cells  as  in  the  intestinal  nodules, 
and  the  node  becomes  enlarged.  When  the  enlargement  has  reached 
its  full  extent,  congestion  diminishes,  and  the  cells  begin  to  degenerate. 
The  degeneration  may  take  place  slowly,  and  then  the  node  gradually 
returns  to  its  normal  condition;  or  more  rapidly,  and  then  little  foci  of 
necrotic,   purulent   material   are  formed.     If  the   patient  recover  the 
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small  foci  are  alisorbed,  leaving  a  fibrous  cicatrix;  the  larger  foci  may 
l>ecome  drj',  necrotic,  and  enclosed  in  a  fibrous  capsule.  Intense  exu- 
dative inflammation  may  occur  in  the  nodes,  which  may  be  densely 
infiltrated  with  serum,  fibrin,  and  pus. 

The  Spleen.— In  nearly  even,-  case  of  typhoid  fever  the  spleen  is 
enlarged.  This  enlargement  begins,  as  a  nde,  soon  after  the  commence- 
ment of  the  disease,  increases  rapidly  until  the  third  week,  remains 
stationar>'  for  a  few  days,  and  then  diminishes.  The  organ  is  congested, 
of  dark-red  color,  and  of  firm  consistence  while  it  is  increasing  in  size. 
After  il  has  reached  its  maximum  size,  its  consistence  becomes  soft,  and 
there  is  a  considerable  deposit  of  brown  pigment.  The  enlargement 
appears  to  lie  due  to  congestion  and  hyperplasia. 

Mallury  describes  proliferation  of  endothelial  cells,  especially  in  the 
blood-vessels  and  pulp  spaces,  and  the  formation  of  venous  thrombi. 

In  rare  cases  the  softened  spleen  ruptures,  with  an  extrava.sation  of 
blooil  into  the  peritoneal  cavity.  There  may  be  infarctions  of  the 
spleen,  which  sometimes  soften  and  may  appai-ently  lead  to  peritonitis. 

'  For  a  Ktuciv  of  Ihe  diHtribution  of  Ivjjlioia  iilrcn  act  Uarr.  Am.  Jour.  Mctl.  Sci.,  vot. 
exxvii..  i>.  7S7.  I9U4. 

'  Sk  n'hippir,  John*  Hopkins  lloap.  Uuli.,  \-ol.  xvii.,  p.  ^1,  1906. 
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The  Liver. — The  Uvcr  may  present  no  apparent  lesion.  It  is,  how- 
ever, frequently  large,  pale,  and  flabby,  and  in  this  condition  the  liver 
cells  may  be  the  seat  of  simple  albuminous  degeneration. 

Less  frequently  there  are  present  in  the  liver  very  small,  soft,  grayish 

nodules  (Fig.  148).     These  focal  lesions  are  sometimes  too  small  to  be 

distinguished  by  the  naked  eye.     They   may   be  situated  al>out   the 

branches  of  the  portal  vein  or  within 

„  the  lobule.      Some  of  these  nodules 

•  consist  of  masses  of  small  spheroid- 

"m  al  cells,  which   may  form  a  diffuse 

,  infiltration    along   the  small    veins. 

Mallory    distinguishes   two   distinct 

varieties  of  these  focal  lesions:  one 

formed   in   the    lymph   spaces   and 

vessels  in  the  capsule  of  Glisson  by 

.  a  proliferation  of  the  endothelium 

^-   «   ^i  (Fig.  149);  the  other  due  to  obstruc- 

^KSJ     K**  tion  of  liver  capillaries,  in  part  by 

„  the  proliferation  of  endothelium  on 

Fio.   148. — Focal  Area   of  Endothe-      h.  .    ■  i   u  i     i-     r        j 

lial-Cell  Prolif-e ration  in  the  Liver     '■'^^  spot,  m  part  by  emboli  of  endo- 
iN  Typhoid  Fever.  thehal-cell    origin,    which    are    de- 

rived through  the  portal  circulation 
from  the  vessels  of  the  spleen  and  intestine.  Necrotic  changes  may 
develop  in  and  about  these  focal  cell  accumulations. 

Simple  focal  necroses  of  the  liver  and  of  other  viscera,  due  to  the 
action  of  toxic  substances  in  the  body  fluids,  may  occur  in  typhoid  fever 
as  in  many  other  infectious  diseases.' 

While  small  foci  of  cell  proliferation  may  be  present  in  the  kidneys 
as  well  as  in  other  viscera,  their  occurrence  is  neither  so  frequent  nor  so 
characteristic  as  in  the  liver. 

In  typhoid  fever  as  in  other  infectious  diseases  toxemia  may  be  mani- 
fested by  disturbances  in  the  circulatory,  respiratory,  and  heat-regu- 
lating mechanism,  and  in  general  metabolism,  as  well  as  by  manifest 
lesions,  such  as  albuminous  or  other  degeneration  of  parenchyma  cells 
throughout  the  body,  and  alterations  leading  to  leucocytosis. 

Bacondarjr  Leuona. 
In  addition  to  the  more  characteristic  lesionB  of  tyjidioid  fever  which  we  have 
described,  there  arc  eeveral  of  secondary  or  complicating  nature.  Tlieae  are  of  suffi- 
ciently frcqueot  occurrence  in  the  disease  to  require  brief  mention.  They  are  in  ptut 
due  to  the  direct  action  of  the  typhoid  bacillus  or  its  soluble  poisons;  in  part,  however, 
arc  brought  alxiut  by  secondary  bacterial  infections;  but  between  these  it  is  often, 
with  our  present  knouledf^,  impossible  to  disting:uish.' 

The  Digestive  (Iroans. — In  the  intetline  there  may  be  (janipene,  sometimes 
involwng  the  tissues  about  the  ulcers,  somclimea  apart  from  these.     There  may  be 

'  For  fuller  details  of  studios  on  these  focat  IpHian 
piuM's.  conEult  Mallory,  loc.  dt.  Reed,  Johns  Hopkin. 
FUxner,  Hid.,  vol.  vi.,  p.  259,  1897. 

^  For  bibliography  at  the  extro-intsstinal  leeioim  inclured  by  the  ty[^oid  luicillus  m 
Hoimrd.  Pliiladelphia  Monthly  M«i.  Jour.,  vol.  i.,  N'o.  7,  p.  402,  1899. 
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croupous  iofluDmBtion  of  the  intestinal  mucous  membtanc  of  either  the  lai^  or  sniaU 
intmine.  A  slight  peritonitis  sometimes  accompaniea  the  intestinal  lesion.  A  severe 
pieritonitis  is  usually  due  to  perforation,  lees  frequently  to  ulceis  which  icach  the 
aeious  n>at.  but  do  not  perforate.  When  there  is  ioRltration  of  the  serous  coat  with 
the  new  cell  gron'th,  described  above,  peritonitis  may  be  associated  with  a  produc- 
tion of  little  gray  nodules  of  the  some  character  throughout  the  peritoneum.  In- 
farctions of  the  spleen,  inflammation  of  the  ovaries,  and  perforation  of  the  pall- 
bladder  are  sometimes  the  inciting  factors  in  peritonitis. 

Hvmorrfaag^  from  the  intestines  may  be  slight  and  due  to  the  inflammatory 
■welling  and  congestion  of  the  mucous  membrane;  or  it  may  be  due  to  the  ulceration 
of  the  follicles  and  opening  of  the  blood-vessels,  and  is  then  often  profuse. 

There  may  be  hyperplasia  of  the  tonsils  and  of  the  lymphoid  tissue  at  the  base  of 
the  tongue.    Gangrenous  ulcera  of  the  sides  and  floor  of  the  mouth  may  be  present. 


Flo.  149. — H*PEWL4B1A  OF  Ekdotheulu  is  the  Liver  in  Typhoid  Fever. 
Tiiiii  cut  shows  a  more  highly  magnilinl  portion  of  the  fucal  lesion  in  Fig.  148. 

Catarrhal  and  croupous  inflammation  of  the  (larynx  may  be  associated  with  super- 
ficial or  deep  ulceration.  Inflammation  of  the  jyarofid  leading  to  suppuration  is  not 
infrequent.  The  suhmaxiUaTy  gland  may  be  similary  afFcctcd.  Enlargement  and 
induration  of  the  taUvmy  gland*  and  of  the  paiureos  in  typhoid  fever  ha\-c  l)een 
describrd  and  are  believed  to  be  due  to  hyperplasia  of  the  Rland  cells  with  accumulation 
of  thfir  secretion.     This  may  be  followed  liy  degeneration. 

The  Circulatory  Oroakb. — The  heart  in  many  rases  is  the  seat  of  albuminous, 
fatty,  or  hyaline  degeneration,  or  of  pigmentation.  Myocarditis,  endocaiditis.  and 
pericarditis  are  of  occasional  occurrence.  Thrombi  may  form  upon  the  lalves  or  in  the 
heart  cavities,  and  detached  fragments  of  these  may  be  lodged  as  emlxili  in  various 
parts  of  the  body.  The  arteries  may  lie  the  seat  of  acute  inflammation.  If  this  in- 
Toh'e  the  intima,  an  occluding  thromlius  may  lie  formed  which  may  lead  to  f^njirene 
of  the  part  supplied  by  the  vessel.  Thromliosis  of  the  reins  is  common,  and  especially 
frequent  in  the  femoral  vein  late  in  the  disease.' 

The  Rebpiratort  Oroakb. —  The  Larynx  is  frequently  the  scat  of  catarrhal 
inflammation,  with  or  without  superflcial  erosions.  Ix^ss  frequently  there  is  croupous 
inflammation,  followed  in  some  cases  by  destructive  ulceration;  sdema  of  the  p!lottis 
occasionally  occurs. 

The  Lumft. — Catarriwl  infiammation  of  the  large  bronchi  is  very  common.     Dron- 
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cho-pneumonia  occurs  in  two  forms.  There  may  be  a  severe  inflammation  of  mcst  of 
the  bronchi  of  both  lungs,  with  cellular  infiltration  of  the  walls  of  the  bronchi  and 
zones  of  peribronchitic  pneumonia;  or  there  is  an  intense  general  bronchitis,  u-ith  lobules 
of  the  lung  correspondine  to  obstructed  bronchi,  either  collapsed  or  inflamed,  or  both. 

From  the  long-continued  recumbent  position  of  the  patients,  the  posterior  por- 
tions of  the  lungs  become  congested,  dense,  and  una^rated.  Sometimes,  in  addition 
to  this,  irregular  portions  of  the  lungs  become  hepatized.  Less  frequently  there  is  acute 
lobar  pneumonia.  Infarctions  are  not  uncommon,  and  gangrene  occasionally  occurs, 
either  associated  ^^ith  lobular  pneumonia  or  with  infarctions,  or  as  an  independent  condi- 
tion.    Fibrinous  pleurisy  and  empyema  are  not  infrequent.* 

The  Cienito-Urinary  Organs. — The  kidneys  are  occasionally  the  seat  of  an  acute 
inflammation.     Catarrhal  and  croupous  and  nodular  inflammation  of  the  bladder  may 
occur.     Haemorrhage  and  gangrenous  inflammation  in  the  ovaries  ha\*e  been  recorded; 
the  uterus  may  be  involved.'   Orchitis  and  epididymitis  may  develop  during  convalescence.' 

The  Nervous  System. — In  addition  to  chromatolytic  changes  in  the  ganglion 
cells  which  are  common  to  many  infectious  diseases,^  there  may  be  thrombosis  of  the 
venous  sinuses  and  obliterating  endarteritis.  Acute  meningitis  is  rare.*  Degenera- 
tion and  inflammation  of  the  peripheral  nerves  may  occur. 

Suppurative  Inflammation  may  occur  in  almost  any  part  of  the  body  in  typhoid 
fever.  This  may  l)e  in  the  form  of  boils  or  of  deep  abscesses.  Post-phar\Tigeal  sup- 
puration is  often  one  of  the  most  serious  of  these  complications.  Post-typhoid  bone 
lesions  are  often  important.* 

Septic^cmic    Forms    of    Typhoid    Fever    without    Characteristic 

Local  Lesions. 

Typhoid  fever  may  occur  without  the  characteristic  intestinal  and 
associated  lesions.  In  this  septica>mic  type  of  the  disease  there  may  be 
no  demonstrable  lesions  other  than  those  which  are  due  to  the  toxae- 
mia.' On  the  other  hand,  inflammatory  processes  in  the  viscera — lungs, 
kidney,  spleen,  etc. — may  be  dependent  on  the  presence  of  the  typhoid 
bacillus.  The  lesions  in  such  cases  are  not,  so  far  as  we  yet  know,  char- 
acteristic, and  the  post-m.ortem  diagnosis  depends  largely  upon  the  iden- 
tification of  the  bacillus.* 

Distribution  of  the  Typhoid  Bacillus  in  the  Body  in  Typhoid 

Fever. 

In  the  early  stages  of  the  disease  the  bacillus  may  be  found  in  the 
lymphatic  structures  of  the  intestines  and  in  the  mesenteric  lymph- 
nodes  and  the  spleen.     It  may  be  present  in  lesions  involving  the  bone 

^  For  pulmonary  complications  HecRobinaon,  Proc.  Phila.  Path.  See.,  vol.  \-iii.,  p.  141, 1905. 
'  Lartigau,  New  York  Med.  Jour.,  vol.  Ixxi.,  p.  944,  1900,  bibl. 
'See  Kinnicutt,  Trans.  Aasn.  Amer.  Phx's.,  vol.  x\i.,  p.  145,  1901. 

*  For  a  study  of  ganglion  cells  in  cases  of  typhoid  fever  see  Nichols,  Jour,  of  £^p. 
Med.,  vol.  iv.,  p.  189,  1899,  bibl.  See  also  Ewing,  "Studies  on  Ganglion  Cells,"  Ar- 
chive.s  of  Neurology  and  Psychopathology,  vol.  i.,  p.  263,  1898. 

*  For  study  of  typhoid  meningitis  see  Cole,  Johns  Hopkins  llosp.  Reports,  vol.  xii., 
p.  379,  1904. 

*  Parsons,  Johns  Hopkins  Hosp.  Rep.,  vol.  v.,  p.  417, 1895.  For  a  study  of  bone-marrow 
in  typhoid  and  other  infections  see  Ixtngcope,  Proc.  Phila.  Path.  Soc.,  voL  viii.,  p.  49,  1905. 

'  Consult  in  this  connection,  for  cases  and  bibl.,  Chiari,  Zeitschrift  f.  Heilkimde,  1897; 
Lartigau,  New  York  Med.  Jour.,  vol.  Ixx.,  p.  158,  1899;  also  Johns  Hopkins  Hosp.  Bull., 
April,  1899;  Ophnis,  N.  Y.  Med.  Jour,  May  12th,  1900. 

"  For  summary  of  studies  on  the  typhoid  bacillus  and  t>'phoid  fever,  with  bibliography, 
consult  Ihinbar,  "Ergebnis-se  der  allg.  Aetiologie  der  Menschen-  u.  Thierkraakheiten/' 
Jahrg.  I.,  Abth.  1,  p.  605,  1896. 
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marrow,  kidney,  liver,  lungs,  pleura,  uterus,  testicle,  and  skin,'  as  well 
as  in  the  blood.'  Typhoid  bacilli  have  been  repeatedly  found  in  the 
urine  and  in  the  bile,  and  may  persist  here  and  in  the  fiocea  long  after 
the  establishment  of  convalescence.*  They  may  be  found,  though  not  in 
such  abundance  as  was  formerly  assumed,  in  the  intestinal  contents  after 
the  disease  has  become  welt  established. 
Their  abundance  here  appears  to  depend 
somewhat  upon  the  degree  of  intestinal 
ulceration.  In  the  viscera  the\  ate  apt 
to  occur  in  larger  and  smaller  masses  or 
clusters  {see  Fig.  150).  The  t\ph()id 
bacillus  may  be  transmitted  through  the 
placenta  to  the  fcetus.* 

Typhoid  bacilli  may  l>e  present  alone 
or  in  association  with  other  germs  m  the 
foci  of  suppuration  which  so  fiequently 
complicate  typhoid  fever,  also  in  the  exu 
date  in  inflammations  of  the  serous  mem 
branes  and  in  theendocardial  \egetations  *     jj^ 

Some  of  the  inflammatory  complica- 
tions which  occur  in  typhoid  fever  are 
due  to  the  growth  of  the  bacillus  in  unusual  pla( 
of  them  are  due  to  a  secondary  infection  with  other  germs,  notably  with 
the  pyogenic  cocci,'  also  with  the  colon  bacillus  and  the  pneumococcus.' 


s  in  the  body;  but  many 
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i  Typhoid  Bacillus 


Infection  with  the  typhoid  bacillus  seems  usually  to  occur  tlii-ough  the 
gastro-iatestinal  canal.  In  very  many  cases  the  bacilli  me  lonvcycd  by 
means  of  food,  especially  of  milk  and  drinking-water,  which  have  been  pol- 
luted with  the  excretions — faeces  and  urine — of  pei-sons  suffering  or  conva- 
lescent from  the  disease.  Many  serious  epidemics  of  typhoid  fever  have 
been  traced  to  pollutions  of  milk  and  drinking-water  from  such  sources." 

Oysters  which  have  been  taken  from  grossly  polluted  waters,  as  near 
sewer  openings,  have  been  the  means  of  conveying  the  gerniri.*     There 

1  Sn  /■rntt,  Jour.  Boat.  8oc.  Med.  Sci.,  vol.  iii.,  p.  170,  IMH). 

*8i«  AuerAocA,  Deut.  mwL  Woclienschr,  Dec.  Clli,  1900,  bilil. :  bIw  Heu-lcll.  N.  V, 
Hed.  Rfc.,  vol.  li.,  IftOl,  p.  849. 

*Guiir<.  Jolins  Hopkiiw  Hosp.  Bull.,  vol.  x.,  p.  109,  18!H);  alno  CurKhmann.  on  tj-phoid 
eyrtitiii,  Hiinchener  med.  Wochraiwhr.,  October  10th.  IftOO. 

*  Ret.  Lanigau.  New  York  Med.  Jour,  vol.  Ixxi.,  p.  U44,  t!H)0. 

*  S»  Flrxnrr,  Jour,  of  Path,  and  Bait..  toI.  iii..  p.  202,  18»S,  anil  Johns  Iliipkiiu  limp. 
RrportH.  vol.  v..  p.  343;   aba  -Wnr/,  "Tnuti  de  Bact6riologie."  1001, 

'  For  full  coDiiidpration  of  (he  pyogpnir  powera  of  the  typhoid  baiTUIu!>.  fcmsult  Itmn- 
diouaki  and  Janomki,  Ziegler's  Iteitr.  z.  path.  Anat..  etc.,  ltd.  xvii..  p.  221.  \m!i. 

'JCom,  "Surgiral  ComplipatioiiH  of  Typhoid  Fcvi-r."  1898.  fhiir.  -Tin-  iU-'lU-al 
Compliesliona  of  Typhoid  Fpver,"  180!). 

'Frreman,  New  York  Med.  Roc.,  Mar.  2Sth,  1896.  bibl.;  uIho  Vaughan.  Jour.  Ainir. 
Med.  Am.,  Apr.  19th.  1902,  p,  970,  Tor  rfturrU  with  bibl.  of  riabilitv  of  tviilu.iil  bacillu,< 
undrr  variouH  (ondilianH  ipe  Whrdrr.  Jour.  Me<l.  R<4.,  vol.  xv.,  p.  269.  IWMt. 

*Fnxman.  Albany  Med.  Annals,  vol.  xviii..  1897,  bibl.;  .\t,«mii.  lleviie  d'HyRii'iir,  I 
zxii.,  pp.  12.  102,  193.  1000;  Urrdman  and  Boyce,  ThuinpiWD  Yules  I^abuiutririi-'M  Rcjiort, 
voL  ti.,  cuj^lement,  isiw. 
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is  abundant  evidence  that  flies  convey  the  infectious  material  from  undis- 
infected  discharges.^ 

In  milk  the  typhoid  bacillus  not  only  remains  alive  for  long  periods, 
but  undergoes  active  multiplication.  It  may  remain  long  alive  in  water.' 
In  the  soil  and  when  dried  it  may  remain  alive  for  months.  Frozen 
in  ice  it  has  been  found  alive  after  more  than  three  months.  It  is 
readily  killed  by  exposure  to  strong  sunlight. 

Preventive  Inoculations. 

One  attack  of  typhoid  successfully  overcome  gives  a  certain  measure  of  protection, 
though  this  is  not  absolute,  against  another.  Animal  experiments  have  shown  that 
it  is  possible  to  secure  immunity  against  deadly  doses  of  typhoid  bacilli,  either  by  the 
inoculation  in  increasing  amounts  with  living  typhoid-bacillus  cultures,  or  by  the 
injection  of  suspensions  of  the  l>odies  of  the  dead  bacilli.  The  type  of  immunity 
thus  secured  seems  to  be  the  bacteriolytic.  While  antitoxic  substances  are  formed 
they  do  not  appear  to  be  of  great  practical  significance. 

Preventive  inoculations  have  been  practised  on  a  large  scale  in  man  by  the  method 
of  Haffkine  with  apparently  favorable  n»sults.  In  this  method  cultures  of  the  bacillus 
are  killed  by  heat  and  an  emulsion  in  salt  solution  is  injected  subcutaneously.' 

There  is  a  slight  and  temporary'  local  and  general  reaction  which  may  be  mani- 
fested with  diminished  intensity  on  the  subsequent  injections  made  after  a  few  days' 
inter\*al. 

As  the  n»sult  of  this  method  it  has  l^eeri  found  both  by  the  English  and  by  the 
German  observers  of  the  effects  in  the  army  and  among  attendants  upon  typhoid 
cases,  that  considered  in  a  lai^^e  way  and  comparing  over  a  hundred  thousand  cases 
inject(»d  with  dead  bacilli  with  equal  numbers  not  injected  and  exposed  to  similar 
conditions,  there  were  fewer  cases  of  typhoid  among  the  inoculated  than  in  the  other 
group,  and  the  disease  when  occurring  in  an  inoculated  subject  was  likely  to  be  less 
severe  in  type  than  among  the  others.* 

Agglutination. 

We  have  seen  in  an  earlier  section  of  this  book  (p.  177)  that  in  the  adaptation 
of  a  living  body  to  certain  alien  organic  substances,  among  which  are  bacteria  and  their 
toxins,  the  serum  of  the  adapted — or  in  the  case  of  micro-organisms,  of  the  immimiaed 
— individual  may  contain  substances  which  arc  agglutinative  for  the  particular  species 
of  micro-organism  involved.  By  the  use  of  this  phenomenon  of  agglutination,  a  method 
of  clinical  diagnosis  of  considerable  vsAue  has  been  devised  and  much  employed  espe- 
cially in  typhoid  fever.* 

The  Typhoid  and  Colon  Bacillus. 

Much  difficulty  has  been  encountered  in  distinguishing  between  the  typhoid 
bacillus  and  various  forms  of  the  colon  bacillus  when  they  occur  together,  as  may  be 
the  case  in  contaminated  water  or  in  the  dejecta  of  persons  suffering  from  typhoid 
fever.     As  a  result  of  this  difficulty  a  ver}'  close  relationship  has  been  assumed  between 

*  S<'c  reference,  p.  149:  also  report  on  typhoid  fever  in  U.  S.  Military  Camps  during 
Spanisli  War  of  1898,  by  Reed,  V^aughan,  and  Shtikeapeare,  1900;  also  experimental  study  by 
Ficker.  Arch.  f.  Hygiene,  Hd.  xlvi.,  1903,  p.  274. 

^  See  Jordan,  Hiisttell,  and  Zeit,  Jour.  Inf.  Dis.,  vol.  i.,  p.  641,  1904;  also  AuMeU  and  FvMtTi 
ibid.,  Suppl.  Xo.  2,  Feb.,  1906,  p.  40. 

'  See  for  a  review  of  this  method,  Wright,  Practitioner,  Mar.,  1904,  and  Brit.  Med.  Jour., 
Nov.   12th,  p.  1343,  1904. 

*  Tor  a  suggestive  Htudy  of  tlio  problems  of  immunity  in  tj'phoid  fever  see  Ewing,  Proc. 
Phila.  Path.  Soc,  vol.  viii.,*p.  65,  1905. 

*  For  further    details  of   agglutination  we    refer  to  the  works  on  clinical  pathology, 
and  for  bibliography  to  Craw,  Jour,  of  Hv^ene,  vol.  v.,  p.  113,  1905.     For  a  summary 
Wells,  "Chemical  Patholog>-." 
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typhoid  and  colon  bacilli.  This  assumption  is  not  wholly  justified  by  the  facts,  since 
many  of  the  biological  as  well  as  some  of  the  morphological  characters  of  the  two  are 
quite  dissimilar. 

The  difficulty  in  distinction  is  largely  limited  to  the  identification  of  colonies  on 
the  common  media  usually  employed  in  the  gelatin  and  agar  plates.  Hiss  has  shown 
how  by  a  slight  modification  of  the  common  methods  the  growth  of  each  form  is  quite 
characteristic,  so  much  so  that  pure  cultures  may  be  made  from  the  first  mixed  plates 
without  difl^culty.^  When  once  the  two  forms  are  separated,  distinguishing  characters 
are  readily  demonstrable.^ 

Method  of  Staining  the  Typhoid  Bacillus. 

The  bacilli  from  artificial  cultures  stain  readily  with  the  ordinary  anilin  dyes,  such 
as  fuchsin  and  methylene  blue.  In  sections,  however,  they  do  not  stiiin  so  readily. 
They  are  decolorized  by  Gram.  They  may  be  stained  by  ZiehVs  solution  (see  p.  253). 
Stain  for  half  an  hour,  decolorize  in  alcohol,  clear  in  oil  of  cedar,  mount  in  balsam. 
The  decolorization  in  alcohol  should  be  carefully  done  to  avoid  the  removal  of  too 
much  color.  Flexner  recommends  the  staining  in  Lofflcr's  m^-thylene-blue  solution  for 
two  hours;  then  put  in  acetic-acid  solution  1: 1,000  for  several  minutes;  deh^'drate  in 
absolute  alcohol;  clear  and  differentiate  in  oil  of  cloves;  mount  in  balsam.  The  aim 
in  both  of  these  methods  is  to  leave  the  nuclei  faintly  colored,  but  not  so  much  so  as 
to  conceal  the  clusters  of  more  deeply  stained  bacilli. 

Bibliography  of  Typhoid. — For  a  risumf  of  the  studies  on  the  typhoid  bacillus 
and  its  relationship  to  this  disease  see  Ncufeldy  Kolle  and  Wassemiann  s  ''  Handhuch  der 
Mikroorganisinen/'  Bd.  ii.,  p.  204.  For  studies  on  various  phases  of  typhoid  infection 
see  Johns  Hopkins  Hosp.  Rep.,  vol.  viii.,  1900. 

Paratyphoid. 

Recently  a  group  of  cases  of  continued  fever  has  been  recognized  which  give  the 
general  clinical  picture  of  typhoid  fever,  but  in  which  the  serum  does  not  agglutinate 
the  typhoid  bacillus,  and  cultures  reveal  a  bacillus  in  some  n^spc^cts  resembling  but  not 
identical  with  the  typhoid  bacillus,  and  apparently  intermediate  Ix^tween  this  and  the 
B.  coll  communis.  This  bacillus  has  been  called  the  paratyphoid  bacillus,  and  it  is 
agydutinated  by  the  serum  of  the  cases  in  which  it  occurs.  The  intestinal  and  other 
lesions  of  this  disease,  which  is  called  paratyphoid,  so  far  as  they  are  known,  are  not 
those  characteristic  of  typhoid  fever.'  The  limitations  of  this  book  do  not  permit  us 
to  enter  in  detail  into  the  subject  of  paratyphoid  and  its  bacillus,  in  which  consider- 
able uncertainty  still  prevails.^  Regarding  the  value  and  significance  of  the  agglutina- 
tion test  the  reader  should  consult  works  on  clinical  diagnosis. 


ABIATIO  CHOLERA. 

Asiatic  cholera  is  a  disease  incited  by  the  growth  and  proliferation 
in  the  inte.stiues  of  a  slightly  curved  or  spiral-shaped  bacterium,  which 
is  called  the  cholera  spirillum — Spirillum  cholcrce  Asiaticw  (Vibrio 
cholera*  Asiaticie).  This  organism  in  the  early  and  active  stages  of  the 
disease  may  l>e  present  in  enormous  numbers  in  the  contents  of  the 
small  intesitine,  often  penetrating  the  mucosa.     It  is  usually  confined 

* //w.  Jour.  Exp.  Med.,  vol.  ii.,  p.  G77,  1S07;  Jour.  Med.  Resoarch.,  vol.  viii.,  1902, 
p.  148;  aI.<o//M«and  AuMett,  Med.  New8,  Fob.  14th,  1903. 

'  For  a  study  of  agglutinative  reactions  of  the  colon-typhoid  group  see  Bruns  and 
Kaytter,  Zeitac'i.  f.  Hyg.  u.  Infkr.,  vol.  xiiii..  19(«,  p.  401,  hibl! 

'See  Wd'^  and  ScnU,  Jour,  of  Infec.  Dis.,  vol.  i.,  11K)4,  p.  72;  also  Pratt,  Host.  Med. 
and  Surg.  Jou-.,  vol.  cxlviii.,  p.  137,  1003. 

*  Fur  a  rSiumr-  of  this  subject,  with  bibliograpliy,  st'e  Libmati,  Jour,  of  Mi-d.  Research, 
vol.  viii..  VMr2,  p.  16S;  alao  FoXf  Bull  Univ.  Tenn.,  vol.  xviii,,  p.  52,  1905. 
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to  this  situation.  Its  deleterious  effects  upon  the  body  appear  to  be 
largely  due  to  the  production  of  toxic  substances,  which  in  addition  to 
serious  intestinal  irritation  or  lesion  may  on  absorption  incite  those 
systemic  disturbances  which  characterize  profound  toxsemia. 

Lesions  of  Asiatic  Cholera. 

In  some  cases  of  cholera  there  are  no  marked  changes  to  be  found 
after  death,  and  in  no  case  are  the  lesions  distinctive  of  this  disease. 

If  death  occur  during  the  invasion  of  the  disease  or  in  the  stage  of 
collapse,  the  appearances  in  the  more  marked  cases  may  be  summarized 
as  follows: 

The  bodies  may  remain  warm  for  some  time,  and  the  temperature 
may  rise  for  a  short  time  after  death.  The  rigor  mortis  usually  begins 
early  and  lasts  for  an  exceptionally  long  time.  The  muscles  sometimes 
exhibit  a  peculiar  spasmodic  twitching  before  the  rigor  mortis  sets  in, 
especially  the  muscles  of  the  hand  and  arm. 

The  Skin  is  of  a  dusky  gray  color;  the  lips,  eyelids,  fingei*s,  and  toes 
are  of  a  livid  purple.  The  ends  of  the  fingers  are  shrivelled,  and  the 
cheeks  and  eves  sunken. 

The  Brain. — The  sinuses  of  the  dura  mater  are  filled  with  dark,  thick 
blood.  The  pia  mater  may  be  normal,  or  cedematous,  or  ecchymotic, 
or  infiltrated  with  fibrin.  The  brain  is  usually  normal,  but  may  be  dry 
and  firmer  than  usual. 

The  Lungs  are  retracted  and  anaemic,  the  pleura  may  be  drj'or  coated 
with  fibrin.  The  Heart  is  normal.  The  Peritoneum  may  be  dry  or  coated 
with  a  laver  of  fibrin. 

The  Stomach  is  usually  unchanged,  but  may  be  the  seat  of  catarrhal 
inflammation.  The  Small  Intestine. — There  may  be  ecchymoses  in  the 
mucous  membrane;  the  mucous  membrane  may  be  soft  and  cedematous; 
there  may  be  general  congestion,  or  the  congestion  may  be  confined  to 
the  peripheries  of  the  solitary  and  agminated  nodules,  and  these  nodules 
may  be  swollen;  or  there  may  be  croupous  inflammation  and  superficial 
necrosis.  All  these  changes  are  usually  most  marked  at  the  lower  end 
of  the  small  intestine.  There  is  apt  to  be  post-mortem  desquamation  of 
the  epithelium.  The  characteristic  rice-water  fluid  may  be  found  in  the 
int)estines  after  death,  or,  instead  of  this,  dark-colored,  bloody  fluid. 
The  Large  Intestine  is  usually  normal,  but  in  some  epidemics  croupous 
inflammation  occurs  in  a  considerable  number  of  cases. 

The  Spleen  may  be  soft.  The  Liver  may  show  small  areas  of  granu- 
lar or  fatty  or  hyaline  degeneration. 

The  Kidneys  are  often  increased  in  size,  with  white  and  thickened 
cortex  and  congested  pyramids.  The  epithelium  of  the  cortical  tubes 
may  contain  coarse  granules  and  fat  globules,  or  be  necrotic.  The  tubes 
may  contain  casts  and  disintegrated  epithelium.  The  Uterus  and  Ovaries 
may  be  congested  and  contain  extravasated  blood. 

If  the  patient  do  not  die  until  the  stage  of  reaction,  the  body  does 
not  present  the  same  collapsed  appearance,  and  there  are  often  inflam- 
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matory  changes  in  different  parts  of  the  body,  especially  in  the  larynx, 
the  lunga,  the  stomach,  and  the  intestines. 

Ohaimcten  of  tlie  Cholera  SpirUlum. 

The  choleift  BpiriUum,  which  was  discovered  by  Koch  io  18S3.  is  a  cun'ed  rod  with 
raundcd  ends,  fimn  0.8  to  2.0  f  long.  aaporogeDouB,  aerobic,  and  mottle.  When  growing 
under  suitable  conditiona  these  rods  are  apt  to  cling;  together  by  their  ends,  forming 
S-ahaped  structures  or  spirals,  often  of  considerable  length  (Fig.  151),  The  oi^ganism 
■Ukiiu  readily  and  grows  abundantly  on  the  ordinary  culture  media.  The  lifeperiod  is 
■hort  and  various  degenerative  "involution"  forms  art  apt  to  be  present  in  old  cultures. 
It  grown  best  at  about  blood  heat;  growth  ceases  at 
about  16°  C,  but  may  survive  a  reduction  of  the  t«in- 
peisture  to  — 10°  C.  It  is  quickly  killed  by  drying  or  by 
the  tempeiatuic  of  boiling  water.  Acids  are  inimical  to 
it«  growth.  It  may  retain  its  vitality  for  a  considerable 
tinw  in  water.  On  moist  surfaces,  such  as  damp  linen, 
earth,  vegetables,  or  in  milk,  it  may  rapidly  proliferate. 

FATHoaE.VE8i8. — The  results  of  animal  experiments 
wjlh  the  cholei.  „m  .re  not  in  thcnuclvra  fcaivt  in      ^   ,5,._s„„„«  Cn.t- 
dMCTtnuung  its  relationship  to  this  disease,  smce  animals  Ahiiticc 

do  not  ipact  in  its  presence  oa  man  does.     However. 

the  Gonstaot  occurrence  of  this  organism  in  Asiatic  """'  *  '^"  '""' 

cholera,  its  absence  from  the  body  under  other  condi- 
tions, and  the  occidental  laboratory  infections  which  have  several  times  occurn?d  in 
men  handling  pure  cultures  of  the  germ,  leave  no  doubt  as  to  its  aignificancp  as  the 
excitant  of  this  disease. 

Bacterial  Diagnosis.^ — It  is  often  of  the  highest  importance  to  determine,  at 
the  earliest  possible  moment,  whether  or  not  a  suspected  cose  be  one  of  Asiatic  cholera 
or  Bome  other  form  of  acute  intestinal  disorder,  so  that  in  the  former  case  the  proper 
meaaum  may  be  instituted  to  pn?vent  the  spread  of  the  disease.  The  characters 
which  are  developed  in  cultures  of  the  cholera  bacillus  enable  an  expert  bacteriologist 
to  distinguish  this  organism  from  all  other  known  forms.  But  the  scope  of  this  work 
does  not  pemtit  a  detailed  description  of  the  cultural  peculiarities  of  the  germ.  Nor 
■bould  the  responsibility  of  such  determinations  be  assumed  without  adequate  pre- 
liminary laboratory  experience.  By  taking  together  the  morphological  and  biological 
characters,  it  is  possible,  usually  on  the  second  or  third  day,  to  dctermiac  whether  the 
intestinal  contents  of  a  suspected  case  do  or  do  not  contain  the  bacillus  of  .^atic 
cholera.' 

Communicability. — Through  milk  or  water  or  other  uncooked  food, 
contaminated  with  thp  dejections  of  those  suffering  from  Asintic  t'holer:i, 
epidemics  are  lighted  up  and  maintained.  After  drying,  there  appears 
to  be  relatively  little  risk  from  cholera  discharges.  Individual  sus- 
ceptibility plays  an  important  rdle  in  this  as  in  many  other  infectious 
diseases.  For  during  cholera  epidemics  the  spirillum  has  l)cen  found 
in  many  instances  in  the  stools  of  apparently  healthy  person.s.  The 
elements  of  susceptibility  to  Asiatic  cholera  are  not  yet  undei-stood. 
though  it  is  commonly  assumed  that  dietetic  indiscretions  and  giistro- 
intestinal  disorders  may  be  significant  factors  in  the  acquired  disposition 
to  the  disease. 

A  rertain  degree  of  temporary  immunity  is  acquired  thi-ough  recovery 
from  the  disease. 

jf  characters  of  the  cholera  orcnniam,  mptli™ls»f  .linpiosi.!.  cti-.,  see 
"  Bd.  iii.,  8.  i..  liHB. 
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Preventive  Inoculation,  Antitoxic  Cholera  Serum  and  its  Lysogenic  Action. 

The  toxic  substances  formed  by  the  cholera  spirillum  are  not  set 
free  in  any  considerable  quantity  in  soluble  form  in  cultures,  but  are 
largely  such  as  are  stored  in  the  bacterial  cell  itself — endotoxins. 

Pfeififer  has  shown  that  the  spirillum  of  Asiatic  cholera,  put  into  the 
peritoneal  cavity  of  an  artificially  immunized  guinea-pig,  is  quickly 
immobilized,  swells  and  becomes  granular,  and  soon  disappears.  A 
similar  effect  can  be  secured  in  tubes  bv  a  mixture  of  the  immune  serum 
and  fresh  serum  to  which  the  spirilla  are  added.  This  lytic  effect  of 
the  immune  serum  upon  the  bacteria  may  be  used  as  a  test,  on  the  one 
hand,  of  the  specific  character  of  a  suspected  spirillum;  and,  on  the 
other,  with  a  definitely  known  spirillum  the  lytic  action  of  the  serum 
in  a  suspected  case  of  disease  may  be  valuable  as  a  diagnostic  test. 

This  bacteriolytic  action  of  specific  sera  is  not  peculiar  to  the  so- 
called  anti-cholera  serum,  but  has  been  observed  in  other  cases — for 
example,  in  typhoid  serum  with  the  typhoid  bacillus.  Its  nature  and 
its  bearing  on  immunity  have  been  considered  in  an  earlier  section  of 
this  book  (see  p.  16S). 

Agglutinative  substances  are  also  developed  in  Asiatic  cholera  which 
may  be  of  value  in  diagnosis. 

A  large  amoimt  of  work  has  been  done  looking  toward  artificial 
immunization  of  man  against  Asiatic  cholera  in  the  East,  and  preventive 
inoculation  practised  by  the  method  of  Haffkine  appears  to  have  given 
encouraging  results.  This  method  consists  in  the  subcutaneous  injec- 
tion of  cultures  of  the  cholera  bacillus;  first,  those  whose  virulence  has 
been  diminished,  and  then,  those  in  which  the  virulence  has  been  ex- 
alted by  artificial  means. 

But  the  Haffkine  preventive  inoculation  with  living  cultures 
has  been  in  a  large  measure  supei-seded  by  the  injection  of  a  small 
amount  of  afresh  agar  culture  killed  by  heat.  The  dose  is  repeated 
after  a  few  days.  There  is  moderate  local  and  general  reaction  to  the 
injections.  The  serum  of  persons  thus  twice  injected,  after  two  or  three 
weeks,  may  show  the  development  of  bactericidal  substances  exceeding 
in  efficiency  those  present  during  convalescence  from  the  disease. 
Such  an  active,  artificial  immunity  may  last  for  many  months.  The 
practical  result  of  this  form  of  preventive  inoculation  on  a  large  scale 
in  Japan  has  been  a  considerable  reduction  in  the  proportion  of  cases 
in  the  protected  groups,  as  compared  with  others  similarly  exposed,  as 
well  as  a  reduction  in  the  mortality  of  those  w^ho  in  spite  of  the  pro- 
tective attempt  contracted  the  disease.* 

Agglutinative  substances  are  also  developed  in  Asiatic  cholera,  which 
may  be  of  value  in  diagnosis. 

Other  Spirilla  Resembling  the  Cholera  Spirillum. 

There  are  several  fairly  distinct  forms  of  spirilla,  some  of  which  appear  to  be 
related  to  the  cholera  organism,  which  havv  been  occasionally  found  in  varioiu  situa- 

^  For  a  study  of  prot(.H'tive  inoculations  against  Asiatic  cholera  see  Strong,  Bureau  «f 
Govt.  Labonitories,  Dept.  of  the  Interior,  Biological  Laboratory,  No.  16,  Sept,  1904. 
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tioDfl.  One  of  these  is  the  so-called  Vibrio  proteus  or  spirillum  of  Finkler  and  Prior. 
This  organism  vrss  found  by  these  observers  in  the  dejecta  of  persons  suffering  from 
cholera  nostras,  shortly  after  the  discovery  by  Koch  of  the  cholera  spirillum,  which 
at  first  it  was  thought  closely  to  resemble.  The  cultural  characters,  however,  abun- 
dantly suffice  to  differentiate  the  organisms.  The  Vibrio  proteus  is  slightly  pathogenic 
for  certain  lower  animals,  but  not  for  man. 

Several  forms  of  spirilla  of  somewhat  similar  general  characters  have  been  found 
in  various  situations;  thus  in  cheese,  by  Denecke,  S,  tyrogenum;  in  a  chicken  epidemic 
and  in  sewage,  by  Gamaleia  and  by  Pfuhl,  ViJbro  Metschnikom;  in  the  dejecta  during 
a  cholera  epidemic  at  Massawah,  Vibrio  Massawah,  etc.  Spirillum  sputigenum,  of 
frequent  occurrence  about  the  teeth  and  in  the  saliva  of  healthy  persons,  is  not  patho- 
genic. 

TUBEBCULOSIS. 

Tuberculosis  is  an  infectious  disease  characterized  by  inflammatory 
and  necrotic  processes  in  the  body  and  incited  by  the  presence  and 
growth  of  the  Bacillus  tuberculosis  (tubercle  bacillus).  The  most  dis- 
tinctive morphological  feature  of  tuberculosis  is  the  development  under 
the  influence  of  the  tubercle  bacillus  of  larger  and  smaller  gray  or  white 
or  yellow,  firm  or  friable  masses  of  tissue  called  tubercles. 

The  effect  on  the  body  cells  of  the  presence  and  growth  of  the  tubercle 
bacillus  varies  considerably,  depending  upon  the  number  and  virulence 
of  the  germs  present,  the  character  of  the  tissue  in  which  they  lodge, 
and  the  vulnerability  of  the  individual.  In  general,  it  may  be  said 
that  tubercle  bacilli  may  stimulate  the  connective-tissue  cells  in  their 
vicinity  to  proliferation;  or  they  may  excite  emigration  of  leucocytes 
from  blood-vessels  and  lead  to  the  production  of  other  exudates;  or 
they  may  cause  death  of  tissue.  Thus  the  phases  of  inflammation 
which  are  excited  by  the  tubercle  bacillus  are  productive,  exudative^ 
and  necrotic.  The  tubercle  bacillus  may  incite  these  changes  separately 
or  simultaneously,  in  the  sequence  just  indicated  or  in  some  other; 
and  now  one,  nov/  another  of  them  may  preponderate. 

Morphology  of  the  Lesions  of  Tuberculosis. 

Tuberculosis  manifests  itself  most  often  in  the  form  of  an  inflamma- 
tion affecting  some  one  part  of  the  body,  as  the  lun^s  and  bronchial 
lymph-nodes  (the  partB  most  frequently  involved  in  adults),  the  gastro- 
intestinal tract  or  the  skin — *'  localized  tubcixulosis.^'  In  a  considerable 
proportion  of  cases  the  local  lesions  induced  by  the  tubercle  bacillus 
are  in  the  form  of  circumscribed  nodules  or  masses  of  new-formed  cells 
or  tissue  which  are  called  tubercles^  or,  if  small,  miliary  tubercles} 

Such  a  localized  tuberculosis  may  retain  throughout  the  characters 
of  a  local  inflammation,  or  it  may  be  accompanied  by  the  clinical  evi- 
dences of  systemic  infection.     It  may  give  rise  through  metastasis  to 

*  The  teim  miliary  tvberde,  which  arose  from  the  coincidence  in  size  bet\vet»n  small 
foci  of  tuberculous  inflammation  and  some  fomis  of  millet  seed,  is  now  very  liberally  aj)- 
plied  to  tubercles  which  are  very  much  lander  as  well  as  to  those?  which  are  very  much  smaller 
than  millet  seeds.  It  is  convenient  to  dealfi:nate  a  small  mass  of  new  tissue  formed  under  the 
influence  of  the  tubercle  bacilhiH,  wliat<«ver  its  minute  structure,  as  a  tubercle  granulum 
(see  Fig.  152).  Very  frequently  two  or  mon?  tubercle  pranula  an»  joined  topother  by  a 
more  diffuse  formation  of  tubercle  tissue  to  fonn  larger  or  smaller  miliary  tubercles — con- 
giomertUe  tubereUs  (see  Fig.  153). 
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the  successive  development  of  tuberculous  inflammations  in  other  parts 
of  the  body,  or  to  a  sudden  development  of  small  foci  of  tuberculous 
inflammation  in  many  parts  of  the  body  at  the  same  time — generai 
miliary  tuberculosis. 

A  general  infection  may  occur  by  the  diffusion  through  the  body  of 
bacilli  derived  from  a  local  tuberculosis,  such  as  tuberculous  phlebitis 
or  arteritis,  tuberculous  inflammation  of  the  thoracic  duet,'  or  from  the 
breaking  into  a  vessel  of  a  tuberculous  lymph-node.  It  is  probably 
seldom  that  a  sufficient  numljcr  of  tubercle  bacilli  enter  the  blood  chan- 
nels at  once  to  account  for  the  enormous  numbers  of  tubercles  which  are 
sometimes  found  in  acute  general  miliary  tuberculosis;    but  it  is  not 


mpiised  moHlly  of  new-rormed  polyhodial  cells  cloady 
* '  ''le  centre  coagulation  necroias  U  oouuueDciDg. 

unlikely  that  from  the  newly  formed  tubercles  which  develop  in  the 
walls  of  the  smaller  bjood-vessela  new  distributions  of  bacilli  may  take 
place  from  time  to  time  as  the  tubercles  mature.  This  probability  is 
sustained  by  t  he  frequent  occurrence  of  miliary  tubercles  on  the  intima 
of  the  small  arteries  in  the  lung  for  example,  as  well  as  by  the  evi- 
dence of  differences  in  age  of  the  individual  tubercles  in  generalized 
miliary  tuberculosis.* 

'  See  a  Btiiciy  of  tuberculosis  of  Ihorwic  duct,  Longcopr,  Am.  Med.,  vol.  «i.,  p.  16,  1906. 

'  It  is  well,  in  tlie  endeavor  lo  understand  the  occurrence  of  Eeneral  miliary  tuberoukiaa 
or  of  the  less  striking  instanecn  of  iliz'tribulion  of  the  bacilli,  to  remember  Uiat  two  varyinf 
factors  are  constantly  active  anil  gignlRcant;  first,  the  vinitence  of  the  bacilli,  which  may 
be  slight  or  Gxtremc;  and,  second,  the  vubieralHtity  of  the  infected  individual — tls.,  hk 
"predisposition"— which  also  may  be  slight  or  extreme.  Thus  the  distribution  of  bacilli, 
be  these  few  or  many,  from  an  infective  focus,  may  be  in  diFfcrent  indi^'iduals  or  at  diflereat 
timcH  in  the  same  individual  of  quite  different  signific&nce.  For  a,  rftamt  of  the  discus- 
sion as  in  the  sudden  or  gradual  origin  of  miliary  tubercles  see  Ribberi,  Deut.med.  Woch.,  p. 
S.  Jan.  4th.  1906. 
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Diffuse  TuberculoBis. — In  many  cases,  however,  the  lesion  is  not  focal 
or  circumscribed  but  diffuse,  and  more  or  less  widely  infiltrates  or  re- 
places the  tissues  involved.  This  is  called  diffuse  tuberculous  inflam- 
mation. 

Miliary  Tubercles. — Miliary  tubercles  are  small  nodules  of  irregular 
shapes  (Plates  IV.,  VI.,  and  VII.),  the  smallest  hardly  visible  to  the 
naked  eye.  The  smaller  tubercles  are  gray  and  translucent;  the  larger 
are  usually,  especially  in  the  central  parts,  opaque  and  white  or  yellow 
on  account  of  the  necrosis  which  is  apt  to  commence  here. 

In  studying  the  reaction  of  the  living  tissues  to  the  tubercle  bacillus 
it  should  be  always  borne  in  mind  that  while,  as  a  whole,  the  lesions 


B  in  the  central  porliun.      From  the  peritoneum. 

produced  are  quite  characteristic,  there  is  still  no  one  structural  feature 
or  combination  of  features  of  tubercles  or  tuberculous  inflammation  which 
is  absolutely  distinctive  of  the  action  of  this  bacillus.  In  doubtful  cases 
the  demonstration  of  the  presence  of  the  germ  itself  may  be  necessary  for 
the  establishment  of  the  character  of  the  lesion.' 

The  experimental  studies  in  animals,  as  well  as  the  morphological 
data  gathered  from  the  examination  of  tuberculosis  in  man,  show  that 
when  tubercle  bacilli  in  moderate  numbers  lodge  and  develop  in  the 
living  Imdy  one  of  the  early  local  effects  is  a  proliferation  of  the  con- 
nective-tissue and  endothelial  cells.'  These  become  larger  and  poly- 
hedral, with  conspicuous  nuclei  (Fig.  152). 


>  The  term  lubmU  funic,  irhic 
iflucnce  of  the  tubercle  bacilli 
itir  of  tuberculi 


rather  tha: 
other 


orpin 


'  The  studies  oF  Weduberg  it 
tubercle  bkcillua  upon  the  living  tissue  is  (Icfltructivc,  bo  that  the  clmrBrtrri 
Lferstion  which  follows  may  not  be  altop.thcr  iluo  to  a  dirvrt  formative  sti 
prolifeTatiaa  furnished  by  the  bacillus.  Sec  Wechsberg,  "Hcitrage  zur  Luhr.  v 
I^wiricuDg  des  Tuberkelbscillus,"  Zi^ler'a  Beitrfige  lur  path.  Anat.,  lid.: 
1901.    See  further  Her-zfieimer,  Ziegler'a  Beitr.,  Bd.  xxxm.,  p.  3G3,  1003,  bibl. 
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A  new  reticulum  or  stroma  may  form  hand-in-hand  with  the  growth 
of  these  new  cells,  or  the  old  stroma  may  persist,  adapting  itself  in  form 
and  arrangement  to  the  new  conditions. 

Either  after  the  connective-tissue  cell  proliferation  or  hand-in-hand 
with  it,  or  preceding  it,  or  altogether  independently  of  it,  emigration  of 
leucocytes  and  extnivaaation  of  serum  may  take  place  from  blood- 
vessels in  the  vicinity  of  the  germs.  During  the  more  or  less  active 
cell  proliferation  which  occurs  under  the  influence  of  the  tul>ercle  bacillus 
multiDuclear  cells — giant  cells — may  be  formed  (Fig.  153),  either  by  per- 


Fio.  164. — A  MiuART  Tubercle  in  the  Lcno. 

Showing  polybedral  cells,  small  spheruiilal  cells,  anil  giant  cells,  with  coagulation  areioM 

at  the  rentro. 

sistent  nuclear  division  in  growing  protoplasmic  masses  which  do  not 
divide  into  separate  cells,  or  by  the  coalescence  of  the  bodies  of  cells 
already  formed. 

More  or  leas  new  tissue  with  numerous  small  spheroidal  monoDuctear 
cells  and  little  stroma  may  form  in  and  about  the  tuberculous  foci. 
Blood-vessels  are  not  apt  to  develop  under  the  influence  of  the  tubercle 
bacillus.  Old  blond-vessels  are,  on  the  other  hand,  usually  obliterated 
as  the  new  tissue  forms. 

Sooner  or  later  under  the  influence  of  the  tubercle  bacillus,  there  is 
usually  a  damage  of  cell  and  tissue,  which  may  lead  to  coagulation 
necrosis  in  the  new-formed  as  well  as  in  the  old  tissue  of  the  infected 
region.  This  necrosis  is  more  apt  at  first  to  manifest  itself  in  the  central 
portions  of  the  tuberculous  foci  (Fig.  154)  and  may  progreaa  outward; 
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the  nuclei  become  fragmented  or  disappear,  or  fail  to  stain  in  tiie  usual 
way,  the  protoplasm  becomes  more  homogeneous,  and  cells  and  stroma 
form  at  last  an  irregularly  granular  mass  of  tissue  detritus  which  tends 
to  disintegrate  (coagulation  necrosis,  cheesy  degeneration,  caseation), 
forming  cavities  or,  if  on  free  surfaces,  ulcers. 

As  coagulation  necrosis  progresses,  the  tubercle  masses  lose  the  gray 
translucent  appearance  which  in  their  early  stages  they  are  apt  to  pre- 
sent to  the  naked  eye  and  become  more  opaque  and  of  yellowish-white 
appearance  at  the  centres. 

Finally  dense  fibrous  tissue  may  form  in  and  about  foci  of  tuberculous 
inflammation,  encapsulating  or  sometimes  entirely  replacing  the  more 
characteristic  new-formed  structures.  It  is  in  this  way — by  the  forma- 
tion of  connective  tissue — that  such  repair  as  is  possible  after  local  tuber- 
culous inflammation,  is  brought  about  (Fig.  366,  p.  575). 

Forms  of  Tubercles. — Before  the  discovery  of  the  tubercle  bacillus 
and  w^hile  knowledge  of  the  lesions  of  tuberculosis  was  largely  limited 
to  their  morphology,  it  was  natural  that  much  stress  should  be  laid  upon 
the  variety  in  structure  which  the  nodular  growths  called  tubercles 
present,  and  that  elaborate  classifications  and  groupings  of  tubercles 
were  often  deemed  important. 

_With  an  exact  knowledge  of  the  excitant  of  the  new  growths  and  of 
the  varying  phases  of  their  development  in  the  body,  the  morphological 
peculiarities  of  tubercles  are  not  now  to  be  regarded  as  of  such  extreme 
significance,  since  they  for  the  most  part  indicate  simply  variations  in 
the  local  effect  of  a  definite  poison.  These  variations  are  due  as  we  have 
seen  to  differences  in  the  amount  and  intensity  of  the  poison,  to  the  degree 
of  susceptibility  of  the  individual,  to  the  structure  of  the  particular 
tissue  or  organ  involved,  and  to  the  extent  and  variety  of  local  complica- 
tions caused  by  other  agencies. 

It  is,  however,  usually  convenient  and  sometimes  important  to  recog- 
nize structural  types  in  miliary  tubercles.  Thus  they  may  be  composed 
wholly  of  small  spheroidal  cells — *'  lymphoid  tubercles,''  or  of  larger  poly- 
hedral cells' — *'  polyhedral-celled  tuberclcSy'*  or  of  both  forms  of  cells  to- 
gether and  with  or  without  a  new-formed  stroma;  or  of  any  of  these 
combinations  with  giant  cells.  Then  coagulation  necrosis,  which  may 
occur  in  tubercles  of  any  type;  development  of  new  dense  connective 
tissue;  association  with  various  phases  of  simple  exudative  inflamma- 
tion— all  of  these  contribute  to  the  variety  in  the  structural  types  of 
miliary  tubercles. 

Diflhise  Tuberctilous  Inflammation  (Diffuse  Tubercle). — 1.  If  the  in- 
fectioh  with  tubercle  bacilli  be  extensive,  or  if  step  by  step  the  bacilli 
are  distributed  in  the  tissues  about  the  primary  seat  of  infection,  con- 
siderable amounts  of  tubercle  tissue  of  one  or  other  form  may  develop 
and  pass  into  the  condition  of  coagulation  necrosis,  so  that  at  length 
large  necrotic  masses,  with  a  comparatively  small  amount  of  well- 
defined  tubercle  tissue,  either  diffuse  or  in  the  form  of  granula,  may  alone 
remain  to  indicate  the  character  of  old  and  slowly  progressive  local 

^  Some  of  the  lazger  cells  axe  regarded  by  many  as  so-called  ''plasma  cells''  (see  p.  73). 


250  THE    INFECTIOUS    OlSflABES 

infectiun.  This  form  of  lesion  is  found  in  the  large  tuberculous  masses 
in  the  brain,  in  the  mucous  membrane  of  the  bronchi,  in  large  flat 
masses  on  the  serous  membranes,  and  in  the  diffuse,  cheesy  infiltration 
of  the  lymph-nodes,  kidneys,  ureters,  bladder,  prostate,  testicle,  and 
uterus. 

These  large  areas  of  tuberculous  inflammation  are  apt  to  be  white  or 
yellow  in  the  central  and  necrotic  portions,  which  are  sometimes  dense, 
compact,  and  hard,  sometimes  soft  and  friable.  These  areas  are  not 
infrequently  surrounded  by  an  irregular  gray  zone  of  tubercle  tissue  or 
by  a  dense  fibrous-tissue  capsule. 

2.  In  marked  contrast  with  the  phase  of  diffuse  tuberculous  inflam- 
mation just  described,  though  often  associated  with  it,  is  that  in  which 
the  formation  of  inflammatory  exudates  is  a  prominent  feature.  This 
exudative  form  of  tuberculous  inflammation  is  best  exemplified  in  the 

'■■.1      :,-;''  -J-  -5ft.'i*. -J-r-,.iS,,  W<'«:^i*oi 
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Km.  155. — Exudative  Form  of  Tubkrculovb  I.\n.AUUAnoN  Shovi.vo  Tvbebcli  Bacqjj. 
Kruiii  tliF  lung  of  a  child.     Tlic  tain  of  the  bftcitli  haii  been  alightly  ciugget«ted  in  the  cut. 

lungs  by  some  of  the  forms  of  acute  phthisis  (seep.  579).  The  tuber- 
ile  bacillus  is  under  certain  conditions  markedly  pyogenic,  and  when 
it  rapidly  develops  in  the  air  spaces  of  the  lungs  or  suddenly  gains  access 
to  them  in  large  quantities  pus,  serum,  fibrin,  and  exfoliated  or  pro- 
liferated epithelial  cells  may  collect  in  and  largely  fill  the  air  spaces, 
and  then  the  whole  new  exudate  and  the  old  lung  tissue  may,  over 
larger  or  smaller  areas,  rapidiv  undergo  coagulation  necrosis.  (Plates 
VIII.  andX.) 

Thus  in  one  phase  of  tuberculous  inflammation  the  intensity  and 
rapidity  of  the  local  poisoning  by  the  bacillus  do  not  permit  of  the 
formation  of  organized  new  tissue  at  all,  but  only  of  exudative  products 
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which  are  apt  soon  to  become  necrotic  (Fig.  155).  Less  intense  degrees 
of  exudative  inflammation  are  liable  to  develop  in  the  vicinity  of  miliary 
tubercles  anywhere  in  the  body. 

Gharacters  of  the  Tubercle  Bacillus. 

The  Bacillus  tuberculosis  is  a  long,  slender  bacterium  varying  in  length  from  3  to 
4  li  (from  one-quarter  to  one-half  the  diameter  of  a  red  blood  cell)  and  in  breadth  from 
0.2  to  0.5  fi.  It  \B  frequently  more  or  less  curved,  and  the  individual  bacilli  may  cling 
together  end  to  end,  forming  threads  or  chains.     It  may  occur  in  branching  forms. ^ 

The  bacillus  (Fig.  156)  is  stained  with  difficulty  by  the  anilin  dyes  (see  below),  and 
when  stained  often  presents  an  irregular  beaded  or  knobbed  appearance,  due  to  an 


Fi({.  156. — Tubercle  BAcn^Li  ix  Sputum  from  a  Case  of  Pulmonary  TusERctrLosiH. 

ShowiDg  the  bacilli  stained  with  fuchsin,  and  pus  cells  stained  for  contrast  with 

methylene  blue. 

unevenness  in  the  coloring  of  the  protoplasm,  or  to  involution  changes.  It  is  immobile, 
and  spores  ha\'e  not  been  demonstrated  in  it. 

At  the  temperature  of  the  body  it  can  be  grown  on  many  of  the  artificial  culture 
media. 

The  growth  of  the  tubercle  bacillus  in  cultures  is  very  slow  in  comparison  with 
that  of  most  of  the  pathogenic  micro-oiganisms.  After  several  weeks'  growth  it  fonus 
diy,  scaly  masses  or  thin,  wrinkled  pellicles  on  the  surface  of  the  media  (Figs.  157  and 
158).  It  requires  a  certain  amoimt  of  oxygen  for  its  growth,  and  thrives  best  in  the 
dark.  When  brought  in  direct  contact  with  various  chemical  disinfectants  it  is  readily 
killed,  but  when  enclosed  in  mucus,  as  in  sputum,  it  may  be  quite  resistant.  It  is  killed 
by  an  exposure  of  a  few  hours  to  direct  sunlight,  or  if  moist  is  killed  by  an  exposure 
of  from  ten  to  fifteen  minutes  to  70**  C.  On  the  other  hand,  it  may  long  retain  its 
\'itality  in  the  dried  condition. 

Cultures  can  be  continued  indefinitely  from  generation  to  generation  with  a  slowly 
diminishing  \nrulenoe  which  finally   is  largely  lost.     Under  certain  conditions  the 

'  Branching  fomu  of  the  tubercle  bacillus  have  been  fnK]ucntly»ecn,  and  while  their 
significance  is  not  yet  altogether  clear,  the  tendency  at  this  time  is  to  separate  this  organ- 
ism with  the  diphtheria  bacillus  and  the  so-called  streptothrix  or  actinomyces  forms  into 
ft  group  apart  from  the  bacilli.  Whether,  as  many  think,  they  are  more  closely  allied  to 
the  moulds  than  to  the  bacteria,  or  whether  they  should  be  considered  in  a  class  by  them- 
selveit,  is  a  problem  still  unsolved.  For  the  present,  we  may  wisely  consider  the  tubercle 
bacillus  as  one  of  the  bacteria. 

For  studies  and  bibliography  on  this  subject  coiiaxiXx.  SchuUe,  Zeitsch.  f.  ll^'g.  u.  Inf. 
Krank.,  Bd.  xxxi.,  p.  193,  1890;  and  Lubarach,  ibid.,  p.  187. 
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viruk'nce  may  be  restored  or  enhanced  by  successive  inoculations  into  gusccplibte 
animals. 

The  tubercle  bacillus  does  not,  so  far  as  \re  know,  (trow  in  nature  outside  of  the 
bodies  of  men  and  certain  wami-bloodcd  animals.  It  ia  thus  apparently  frrictly 
parasitic. 

Inoculation  of  various  animals,  especially  of  guinea-pigs,  rabbits,  and  monkej's, 
may  be  toUoncd  by  lesions  similar  to  th<  se  of  man. 

Hethoda  of  Btaining  the  Tubercle  Bacillus. 

In  Fluids. — For  the  examination  of  fluids,  such  as  sputum,'  etc.,  the  material 
should  l>e  spread  in  a  thin  layer  on  a  cover-glass,  dried  in  the  air,  and  then  passed  thrice 
through  the  flame  (see  p.  138). 

While,  as  has  lx*n  said  above,  the  tuljercle  bacillus  is  stained  much  less  ea.'ily  with 
the  anilin  dyes  than  arc  most  bacteria,  it  can  be  deeply  colored  by  the  use  of  accessory 


Flo.   157, 

CILLL-S  ON  OlTCERIN  AoAB. 

From  tubcrcutoais  in  man. 


FlO.     158. CULTL'RB     OF    TVBEXCLB    BA- 
CILLUS OH  Gltcerin  Agar. 
Prom  tuberculosis  in  Inrd. 


agents  which  intensify  the  stuins  or  render  the  protoplasm  of  the  bacilli  more  acceasible 
to  them.  But  when  once  stained  the  tubercle  bacillus  clings  with  great  tenacity  to  its 
color  in  the  usual  decolorizing  agents. 

A  \'ariety  of  methods  are  in  vogue  for  staining  the  tubercle  bacDlus,  moat  of  tfaem 

'  It  ia  well  in  obtaining  sputum  For  exsmination  in  rues  of  suspected  pulmonarj'  tuber- 
cuIotUB  to  secure  that  wliich  luu  been  raiuod  during  several  hours,  iacludiog  the  early  morn- 
ing diacliarge. 


THE    INFECTIOUS   DISEASES  253 

being  more  or  lera  unessential  modifications  of  the  original  process  formulated  by  Koch 
and  Ehrlich.  Ziehl's  solution  is  among  the  most  useful.  This  is  made  by  adding  to  a 
five-per-eent  acjueous  solution  of  carbolic  acid  about  one-tenth  its  volume  of  saturated 
alcohoUc  solution  of  fuchsin.  This  carbolic  fuchsin  will  keep  unchanged  for  a  long 
time. 

The  prepared  co\'er-glas8  is  floated  in  a  watch-glass  or  porcelain  capsule — speci- 
men side  down — on  this  coloring  fluid,  and  gently  heated  almost  to  boiling  for  from  three 
to  hve  minutes. 

The  entire  specimen  is  thus  completely  stained,  tubercle  bacilli,  tissue  elements, 
and  other  bacteria  which  may  be  present,  all  in  the  same  way.  The  next  step  is  to 
rpmo\'e  the  color  with  acid  from  all  the  stnicturcs  which  may  be  intermingled  with 
the  tubercle  bacilli;  the  latter,  owing  to  the  tenacity  with  which  they  retain  the  color, 
being  but  slightly  afl'ccted.  This  is  done  by  dipping  the  cover-glass  into  an  aqueous 
or  alcoholic  solution  of  five-per-cent  sulphuric  acid,  and  shaking  it  about  for  a  few 
seconds.  Under  the  influence  of  the  acid  the  specimen  on  the  cover-glass  loses  its  red 
color  and  l)ecomes  gray  or  colorless.  It  is  then  thoroughly  rinsed  in  three  or  four  suc- 
cessive ]X)rtions  of  alcohol,  and  Anally  in  water.  By  this  manipulation  the  red  color 
may  be  to  a  slight  extent  restored. 

Care  should  l^e  taken  not  to  expose  the  specimen  too  long  to  the  action  of  the  acid, 
because  then  the  bacilli  may  l.>e  also  partially  or  completely  decolorized.  A  little 
experience  will  enable  the  experimenter  to  judge  of  the  proper  time  for  the  action  of 
the  acid.  The  specimens  may  be  studied  in  water  with  the  use  of  an  oil  immersion 
lens  and  the  Abl.>e  condenser,  or  they  may  be  dried  in  the  air  and  mounted  in  balsam 
before  examination. 

Inasmuch  as  not  infrequently  some  other  bacteria  besides  the  tubercle  bacilli 
retain  a  slight  red  color,  it  is  well,  after  the  specimen  is  rinsed  in  water,  to  float  the 
(Tovcr-glass  for  a  few  minutes  in  a  dilute  aqueous  solution  of  methylene  blue,  which  will 
replace  the  red  color  in  all  of  the  bacteria  except  the  tubercle  bacilli  and  which  might 
be  mistaken  for  it,  forming  a  marked  color  contrast  between  them.  The  contrast  stain 
should  not  l>e  intense. 

In*  Section's. — Thin  sections  of  tuberculous  tissue  which  has  been  hardened  in 
alcohol  arc  stained  in  the  same  way,  except  that  insti^ad  of  dr>'ing  and  fixation  by  heat 
the  sections  should  be  flxed  to  the  cover-glass  by  means  of  the  albumin  fixative  (see 
p.  982).  and  then  cover-glass  and  section  are  manipulated  together. 

When  differentiation  is  complete,  the  st^ction  is  cleared  in  oil  of  origanum  and 
mounted  in  balsam. 

For  purposes  of  simple  recognition  of  the  bacilli  in  sections  it  seems  to  the  writer 
usually  lx*tter  to  ha\'e  no  color  in  the  preparation  other  than  that  which  the  tubercle 
bacilli  possess.  But  it  is  often  convenient  to  demonstrate  the  nuclei  of  the  cells  at  the 
same  time,  and  this  may  be  accomplished  by  staining  lightly  afterward  with  a  dilute 
solution  of  some  color  which  will  contrast  with  that  of  the  bacilli,  such  as  methylene 
blue. 

In  the  examination  of  urine  for  the  presence  of  the  tubercle  bacillus  it  is  well  to 
collect  the  sc^diment  by  means  of  a  centrifugal  machine.  In  the  examination  of  milk 
or  other  fat -containing  fluids  for  tubercle  bacilli,  it  is  well,  after  the  film  has  b(»en 
formed  upon  the  cover-glass  and  before  staining,  to  rinse  with  chloroform  followed  by 
alcohol,  and  this  by  water. 

Occasionally  one  finds  in  urine  acicular  crystalline  bodies  considerably  rc\sembling 
the  tuliercle  bacillus  in  size  and  shape,  and  retaining  a  red  color  after  the  decolorization 
of  the  specimen.     A  careful  study  of  the  form,  however,  will  suffice  to  prevent  mistakes. 

Tlie  onlv  other  bacilli  which  are  liable  to  Iw  mistaken  for  the  tubercle  bacilli  are 
the  bacillus  of  leprosy  and  the  so-called  smegma  bacillus  which  sometimes  occurs  be- 
neath the  prepuce.  The  lepra  bacillus  may  l>e  distingui.shed  fn)m  the  tubercle  l.)acillus 
by  the  following  difTerential  staining  process:  If  the  lepra  bacillus  Ix*  stained  for  t<.»n 
minutes  in  a  dilute  alcoholic  solution  cf  fuchsin  (five  drops  of  saturated  alcoholic  solu- 
tion of  fuchsin  to  3  c.c.  of  water),  and  Then  rinsed  for  a  few  st»conds  in  a  solution  of 
nitric  acid  (one  part)  in  alcohol  (ten  parts),  it  will  retaui  a  red  color,  while  under  the 
same  treatment  the  tulx?rclc  bacillus  remains  uncolored.  For  difTerential  stains  for 
the  smegma  bacillus  see  p.  2G0. 
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Varieties  of  Tubercle  Bacilli. 

While  many  of  the  lower  mammalia  are  suaceptible  to  inoculations  vrith  tubercle 
bacilli  derived  from  man,  the  bacilli  obtained  from  spontaneous  tuberculous  lesions  in 
the  lower  animals  may  present  not<»worthy  variations  in  form  and  growth  from  the 
human  type.  Thus  Theobald  Smith  and  others  ^  h&ve  pointed  out  marked  peculiarities 
of  the  bovine  bacillus  which  would  lead  to  the  conjecture  that  though  not  a  separate 
species  it  is  probably  a  distinct  variety  of  the  organism.  Although  the  cultural  char- 
acters of  the  bovine  bacillus  seem  to  suffice  for  its  distinction  from  the  human  variety, 
man,  especially  children,  appears  to  be  susceptible  to  the  bo\'ine  oiganism.  Theobald 
Smith  has  dct^^rmined  that  the  boN^ne  bacillus  is  in  general  more  highly  pathogenic 
for  mammals  than  is  the  human  variety. 

Still  more  marked  are  the  differences  between  mammalian  and  avian  or  bird  tuber- 
cle bacilli  and  the  tubercle  bacilli  of  fish.  Whether  in  this  case  also  the  differences 
are  to  be  regarded  as  specific  or  within  the  limits  of  variational  sway  is  not  yet  clear. 
Although  the  subject  is  important  from  the  standpoint  of  prophylaxis  and  interesting 
from  the  point  of  view  of  the  variations  of  bacteria  under  changes  of  enNironment, 
the  attempts  by  experimental  means  to  convert  one  form  into  the  other  have  thus  far 
been  too  few  to  lead  to  definite  conclusions. 

Immunity  in  Tuberculosis. 

The  fact  that  so  large  a  percentage  as  from  sixty  to  ninety  of  human  beings  dying 
from  all  causes  have  been  shown  by  autopsies  to  have  been  at  some  period  and  in 
some  measure  affected  with  tuberculosis,  while  the  mortality  from  tuberculosis  as  com- 
pared with  death  from  all  other  causes  is  not  far  from  fourteen  per  cent,  indicates 
that  man  enjoys  a  marked  degree  of  natural  immunity  to  the  incursions  of  the  tubercle 
bacillus.  The  clinical  data  arc  not  very  convincing  as  to  the  acquirement  of  increased 
immunity  after  successfully  coping  with  the  disease.  However,  experiments  on 
animals,  those  of  Trudeau  and  others,  have  shown  that  by  the  repeated  inoculation  of 
small  doses  of  tubercle  bacilli  of  attenuated  virulence,  rabbits  may  be  lai^gely  pro- 
tected, though  not  rendered  wholly  immune,  from  the  full  effect  of  later  injections  of 
virulent  bacilli.  Behring  has  apparently  succeeded  by  intravenous  injections  into  young 
cattle  of  some  product  or  derivative  of  the  tubercle  bacillus  in  rendering  them  highly,  and 
it  is  claimed  permanently,  immune.     Similar  results  have  been  obtained  by  others.' 

Many  attempts  have  been  made  to  secure  artificial  immunity  in  man  either  by 
the  injection  of  products  of  the  growth  of  the  tubercle  bacillus,  or  by  the  use  of  the  dead 
bodies  of  the  bacilli.  Wright  and  his  followers  have  reported  marked  success  in  the 
use  of  a  form  of  tuberculin  called  new  tuberculin  or  "T.R.,"  which  contains  the  bodies 
of  the  dead  bacilli,  especially  in  localized  tuberculosis.  This  is  administered  in  accord- 
ance with  the  indications  of  a  rise  or  fall  of  the  '' opsonic  index''  of  the  serum '(see 
p.  185),  determined  by  the  degree  of  phagocytosis,  the  opsonic  index  marking  the 
immunizing  effect  of  the  injection.  Trudeau  seems  also  to  have  obtained  favorable 
results  from  the  artificial  immunization  with  the  dead  bodies  of  the  bacilli,  '*T.R./' 
controlling  the  administrations  of  the  very  potent  agent  by  careful  clinical  observations. 

Altogether  then  it  appears  that  a  certain  measure  of  artificial  immunity  to  tuber^ 
culosis  may  be  secured  in  man. 

Ag^g^lutinating  Bubstanoes. 

The  serum  of  tuberculous  animals  and  men  may  contain  agglutinating  substances. 
The  reaction,  however,  frequently  fails  and  is  not  at  present  of  much  diagnostic  value. 

Tuberculin. 

When  the  tubercle  bacillus  is  grown  on  glycerinated  nutrient  broth  certain  meta- 
bolic products  are  formed  and  pass  into  solution  in  the  fluids.     If  after  some  weeks  of 

^  Sec  Smith,  Jour.  Med.  Ken.,  vol.  xiii.,  p.  253,  1905;  alno  Wolbach  and  ^rn^.  Jour,  of 
Med.  Research,  vol.  x.,  1903,  p.  313,  bibl. ;  also  Hai^enel,  Medicine,  July  and  August,  1902; 
see  also  reference  to  Ravenel,  p.  259. 

'  Sec  review  of  animal  immunization  against  tuberculosis,  Pearmm,  Second  Ann.  Rept. 
of  the  Phipps  Inst.,  p.  311,  1905. 
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vigorous  growth  the  germs  are  separated  by  filtration  and  the  broth  is  concentrated 
by  ev^wiation,  a  dark-brown  fluid  results  which  is  called  hiberetdin.  This  substance 
— at  one  time  believed  by  m&ny,  and  still  by  a  few  observers,  to  possess  distinct  cura- 
tive properties  in  certain  fonns  of  tuberculosis — has  assumed  great  economic  impof' 
tftnce  on  account  of  its  value  as  a  diagnostic  agent  in  bovine  tuberculosis.  For  if 
Mlminist«i«d  iiubcutaneously  in  small  quantity  Ut  cattle  a  marked  temperature  re- 
action follows  in  tuberculous  animals,  while  those  which  arc  sound  are  unaffected. 
The  existenoe  of  even  very  slight  lesions  may  be  detected  in  this  way.  In  man  also 
tuberculin  has  proved  of  value  in  cases  in  which  the  efforts  to  establish  a  diagnosis 
by  the  usual  method  have  failed.  The  new  tuberculin  "T.R."  contains  the  dead 
bodies  of  tubercle  bacilli, 


Action  of  Dead  Tuberclb  Bacilli. 

It  has  been  found  that  tubercle  bacilli  which  have  been  killed  by 
boiling  or  otherwise,  when  introduced  into  the  body  of  the  rabbit  either 
beneath  the  akin,  or  into  the  serous  cavities,  or  into  the  blood-vessels 
and  the  air  spaces  of  the  lungs,  are  capable,  as  they  slowly  disintegrate. 


of  stimulating  the  cells  of  the  tissues  where  they  lodge  to  prniiferatinii, 
and  to  the  production  of  new  tissue  morphologically  similar  to  tubercle 
tissue  in  its  various  phases'  (Fig.  159).  Xecrosis  of  the  new-formed 
cells  may  occur,  but  this  differs  in  some  respects  from  the  coagulation 

t  For  further  detaiLs  n 
dm  and  Hodenpyt,  N.  Y. 

Sth,  1891,      For  nuniUBry  of  latur  work,  with  liiblioip^iihy.  p«oe  Hrrxheimir,  Zi^Kli' 
Bd.  xxxiiL,  p.  363;  alw>  MJOer,  Jour.  Path,  and  Bact.,  vol.  x..  p.  3dl,  1005,  bibl. 
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necrosis  induced  under  the  usual  conditions.  Dead  tubercle  bacilli 
are  also  markedly  chemotactic  and  capable  of  causing  local  suppuration 
and  abscess. 

It  would  seem  probable  then  that  while  the  power  of  the  tubercle 
bacillus  to  induce  necrosis  and  the  fever  which  in  many  cases  indicates  a 
systemic  intoxication  may  be  due  to  metabolic  products  of  the  living 
germ,  the  local  lesions  characteristic  of  exudative  and  productive  inflam- 
mation may  be  due  to  a  peculiar  bacterial  proteid  which  is  set  free  by 
the  disinto^rration  of  the  bacilli  in  the  tissues.  But  the  products  of 
autoly>is  in  the  necrotic  tissue  cells  may  contribute  to  the  toxsemia. 

Complex  Factors  in  the  Tuberculous  Process. 

It  is  well  in  studying  the  characters  of  tul>erculous  inflammation  to  remember 
that  in  its  progressive  phjises  there  are  two  factors  at  work:  first,  those  which  lead 
to  cell  proliferation  and  new  tissue  fonnation,  which  is  apparently  a  reparative  and 
const^rvative  pmcess;  second,  those  which  are  inhibitor^'  or  damaging  or  destructi\'e; 
and,  finally,  that  both  sets  of  factors  are  commonly  active  together.  It  may  still 
be  consideri'd  doubtful  whether  the  tubercle  bacillus  furnishes  a  direct  formative 
stimulus,  or  whether  such  is  furnished  by  damaged  cells,  or  whether  the  cell  pro- 
liferation may  not  be  an  expn*asion  of  reparative  activity  in  the  presence  of  damaged 
tissue  made  i)ossil>le  by  disturbed  organic  control  (see  p.  334).  In  any  event  the 
new  tissue  which  forms  under  the  influence  of  the  tubercle  bacillus  apparently  owes 
its  morphological  as  well  as  biological  characteristics  to  impulses  toward  tissue  forma- 
tion which  are  exert<'d  in  the  presence  of  agencies — doubtless  poisons — restraining 
within  narrow  bounds  the  new  connective-tissue  growth,  no  matter  how  extensive  or 
persistent  this  may  be,  and  tending  constantly  to  its  destruction. 

It  is  intoH'sting  in  this  connection  to  note  that  when  lesions  in  many  respects 
similar  to  those  of  the  ordinary  tuberculosis  are  induced  experimentally  in  animals 
with  dead  tubercle  ))acilli  (see  above),  the  poisonous  substances  leading  to  necrosis 
are  not  produced  continually  and  for  indefinite  periods,  as  is  the  case  in  infection 
with  living  bacilli,  but  are  soon  exhausted,  so  that  after  a  certain  amount  of  initial 
necrosis  the  new  tissues  go  on  to  develop  in  the  usual  reparative  way,  blood-vessels 
are  formed,  and  healing  by  a  cicatrix  under  favorable  conditions  regularly  takes  place. 
It  is  probaMe  that  effective  healing  in  tuberculosis  in  man  takes  place  only  after 
the  local  production  of  destnictivc  poison  ceases  through  the  death  or  diminished 
virulence  of  the  tubercle  bacilli  present. 

On  the  other  hand,  it  is  important  to  bear  in  mind  that  while  the  formation  of 
new  cells  and  tissue  on  the  part  of  the  body  in  tul)erculosis  marks  a  protective  adapta- 
tion to  new  and  harmful  conditions,  the  tubercle  bacilli  themselves  are  also  subject  to 
adaptative  changes  which  on  their  side  arc  protective.  Thus  through  what  has  been 
called  selective  adaptation  of  both  host  and  microlx;  a  condition  of  balanced  parasit- 
isnj  Inay  be  brought  about  in  which  there  may  be  a  n»duced  mortality,  but  not  a  re- 
duced morbidity,  since  in  the  processes  of  adaptation  the  microbe  has  won  capacities 
for  harm  which  may  be  VQry  potent  and  significant  in  individuals  not  adapted  to  it.* 

ThK    XuMIiKR    OF    TUBERCLK    B.\CILLI    IN    LeSIOXS. 

The  number  of  bacilli  which  are  present  in  the  lesions  of  tuberculosis 
is  subject  to  great  variation.  They  are  usually  abundant  in  the  walls 
and  contents  of  phthisical  cavities,  and  in  tubercle  tissue  which  is  under- 
going cheesy  degeneration  and  disintegration.  In  these  situations  they 
may  l)e  found  in  myriads,  forming  sometimes  a  large  part  of  the  disin- 

*  For  a  consideration  of  the  mutual  relationship  of  microbe  and  host  see  Th,  StnWk^ 
Jour.  AiiiLT.  Med.  Assn.,  April  2Sth,  p.  rJ47,  1906. 
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tegrated  mass.  They  are  found  in  cells  and  scattered  among  them. 
Sometimes  they  are  present  in  considerable  numbers  in  the  giant  cells  of 
miliar}'  tubercles.  In  the  acute  general  tuberculosis  of  children  they 
are  often  present  in  large  numbers,  particularly  in  the  lungs  (Fig.  155). 
They  may  be  found  in  tuberculous  inflammation  in  any  part  of  the  body, 
and  have  been  seen  in  the  blood.  The  bacilli  are  almost  constantly 
discharged  in  the  sputa  of  patients  suffering  from  pulmonary  tubercu- 
losis, often  in  enormous  numbers — from  one  to  four  billion  in  twenty- 
four  hours,  according  to  Nuttall's  estimate — and  their  presence  some- 
times affords  valuable  diagnostic  aid  in  early  stages  of  obscure  forms 
of  the  disease. 

Under  a  variety  of  conditions,  especially  in  the  older  tuberculous 
lesions,  the  bacilli  may  not  be  demonstrable.  This  apparent  occasional 
al>sence  of  the  bacilli  is  probably  due  either  to  their  disappearance  as 
the  process  grows  older  or  to  some  unknown  changes  which  interfere 
with  the  ordinary  staining  procedures. 

Frequency  of  Tuberculosis  in  Man  and  the  Lower  Animals. 

Tuberculosis  is  a  verv  common  disease  not  onlv  of  man  *  but  also  of 
many  of  the  lower  animals,^  especially  of  cattle,  and  inasmuch  as  the 
victims  of  this  disease,  both  men  and  animals,  are  apt,  as  stated  above, 
to  throw  off  enormous  numbers  of  the  bacilli  in  the  sputum  and  other 
excreta,  the  germ  is  widely  dispersed  in  inhabited  regions,  especially  in 
buildings  frequented  by  uncleanly  tuberculous  persons  or  by  infected 
cattle. 

Among  the  lower  animals,  guinea-pigs,  rabbits,  monkeys  in  confine- 
ment, and  cattle  are  particularly  susceptible  to  the  action  of  the  tubercle 
bacillus.  Although  tuberculosis  is  widespread  in  man,  he  is  not,  as 
compared  with  some  of  the  lower  animals,  particularly  susceptible. 
While  the  tuberculous  process  presents  some  differences  in  different 
animal  species  in  rate  of  development,  amount  of  necrosis,  tendency  to 
softening,  calcification,  etc.,  the  fundamental  effects  are  similar  in  man 
and  in  the  lower  animals. 

Portals  of  Entry,  Distribution  of  Lesions,  and  Sources  of  the 

Tubercle  Bacilli. 

Portals  of  Entry  and  Distribution. — The  (question  of  the  chief  portals 
of  entr>'  of  the  tubercle  bacillus  has  given  rise  to  much  discussion  and 
much  experiment.  So  far  as  the  lungs  are  concerned,  in  which  tul^er- 
culosis  is  common,  it  has  been  assumed  that  infection  is  most  frequently 
direct,  the  bacilli  gaining  access  through  the  respiratory  passages  to 

•  Carefully  prepared  statiRtics  show  that  tuberculous  lesions  aro  present  in  the  body 
in  more  than  ninety  per  cent  of  the  cases  examined  at  auto{xsies.  See  for  a  thoruuKh  and 
■uggenttt'e  analysis  of  five  hundred  autopsies  Naegeli,  Virchow's  Archiv,  Bd.  olx.,  p.  426, 
1900:  al8oJV«dk<r,  Verhl.  Deutsch.  Path.  Ges.,  viii.,  p.  129,  1904.  For  a  stuiij'of  fre<|uency 
of  tubereuloflis  in  children  see  Winkler,  Verhl.  Deutsch.  Path.  Ges.,  viii.,  p.  129,  1904. 

'  For  bibliography  of  animal  tuberculosis  see  Eber.  Lubarschanil  Osterta^'s  "iLrgeb- 
niwe."  Jahrg.  iv.  for  IS97,  p.  S59. 
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the  alveoli.  Others  have  contended  that  lung  infection  is  most  often 
secondary  to  the  entrance  of  the  bacilli  through  the  gastro-intestinal 
canal  with  or  without  local  lesions.  Still  others  believe  that  tuber- 
culosis of  the  lung  is  commonly  secondary  to  tuberculous  lesions  of  the 
bronchial  lymph-nodes,  or  that  the  l)acilli  may  enter  through  the  tonsils, 
or  that  they  often  enter  through  the  placenta.  To  the  advocate  of 
the  latter  views  the  blood-vessels  and  lymphatics  play  a  predominant 
role  in  the  distril)ution  of  the  infective  agents. 

While  it  is  probable  that  all  of  these  portals  of  entry  are  of  impor- 
tance, it  would  seem  well  established  that  direct  inhalations  are  the 
most  frequent  occurrence,  while  entrance  through  the  intestinal  mucosa 
is  very  common,  especially  in  infancy.* 

We  may  assume  then  that  the  tubercle  bacillus  most  frequently 
enters  the  body  through  the  respiratory  organs,  including  tonsils  and 
pharynx,  and  through  the  gastro-intestinal  canal.  Traumatic  infection 
through  the  skin  is  of  relatively  infrequent  occurrence,  as  is  apparently 
the  congenital  transmission.- 

In  adults  the  lungs,  in  children  the  bronchial  lymph-nodes,  are  the 
most  frequent  seat  of  tuberculous  lesions.' 

Many  ol>servations  on  the  occurrence  of  tuberculous  bronchial, 
cervical,  and  mesenteric  lymph-nodes  in  persons  exhibiting  no  appre- 
ciable tuberculous  lesions  elsewhere  would  indicate  the  frequency  of 
access  of  the  bacilli  to  the  lymph  channels  without  primary  lesion  at 
the  portal  of  entry  in  the  pharynx,  tonsils,  respiratory  passages,  intes- 
tinal mucosa,  or  elsewhere.*  A  considerable  percentage  of  persons  dying 
from  other  diseases  have  i)een  found  to  have  tuberculous  lesions  often 
healed  in  the  lungs  or  bronchial  lymph-nodes. 

Sources  of  Tubercle  Bacilli. — Tubercle  bacilli  are  frequently  trans- 
mitted to  the  well  from  the  victims  of  tuberculosis  by  means  of  the 
sputum  which  is  cast  off,  allowed  to  dry,  and  becomes  pulverized  and 
is  then  inhaled  as  dust. 

But  this  source  of  infection  is  perhaps  not  as  significant  as  was 
formerly  believed  from  analyses  of  material  gathered  from  walls  and 

^  For  a  full  di-sciission  of  this  subject  .sec  Lubarsch,  Fort.schr.  d.  Med.,  Bd.  xxii.,  pp.  609» 
701,  im)4. 

Consult  for  his  views  on  the  intestine  as  portal  of  entry  for  the  tubercle  bacillus,  Behring, 
Deutsch.  med.  Woohenschr.,  1903,  p.  689;    1904,  p.  193. 

For  experimental  tuln^rculosis  in  young  guinea-pigs  with  reference  to  port&U  of  entiy 
see  Bartel  and  Sjneler,  Wiener  klin.  Woch.,  p.  155,  1905  and  p.  25,  1906. 

For  a  rrsumfi  of  studies  on  the  tubercle  bacillus  at  the  portal  of  entry,  Baumgarien,  Veriil. 
Deut.  Path.  Oes.,  lid.  ix..  p.  5,    1905. 

For  nio<le  of  tubercle-bacillus  infection  in  young  see  WestenhoeffeTf  Berl.  klin.  Woch.^ 
1904,  pp.  153  and  191. 

For  intestinal  origin  of  pulmonar>'  tuberculosis  see  Calmette  and  (riimn,  Ann.  Inst. 
Pasteur,  vol.  xix.,  p.  601,  1905. 

For  a  study  of  mo<le  of  infection  of  the  lungs  by  way  of  the  mouth  and  phiurynx  see 
Bcitzke,  Virch.  Arch.,  Rtl.  clxxxiv.,  p.  1,  1906. 

^  For  a  study  of  placental  and  congenital  tuberculosis  see  Warthin  and  Covsie,  Jour. 
Inf.  l)i.*«.,  vol.  i.,  p.  140.  1904. 

'  For  studies  in  the  frequency,  localization.  an<l  modes  of  dissemination  of  tuberculosis, 
with  special  reference  to  its  occurrence  in  the  lymph- nodes  and  during  childhood,  see  Har^ 
bitz,  Jour.  Inf.  I)is.,  vol.  ii.,  p.  143,  1905   bibl, 

*  See  ref.  foot  note.  p.  543. 
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floors  of  contaminated  rooms.  For  it  has  become  clear  that  not  all  the 
infectious  material  which  may  be  cast  out  of  the  body  as  sputum  is 
always  readily  and  speedily  transformed  into  dust.  In  the  drying  of 
the  mucus  with  which  much  of  this  material  is  mingled,  a  process 
ordinarily  rather  slow,  the  bacteria  are  clo.sely  imprisoned  so  that  only 
under  certain  conditions,  such  as  the  rubbing  and  beating  of  soiled 
clothing,  the  shuffle  and  tread  of  feet  over  contaminated  floors,  ih-y 
sweeping,  and  the  like,  is  the  excretion  sufficiently  comminuted  to  float 
in  the  air  as  dust.  Even  when  this  is  the  case,  it  has  V)cen  found  that  a 
large  part  of  such  pulverized  excreta  is  still  in  too  large  particles  to 
remain  long  suspended  on  the  air. 

This  condition  of  affairs  was  not  appreciated  in  the  earlier  studies 
on  dust  infection,  and  in  many  instances  the  material  called  dust,  col- 
lected in  various  places  for  analysis,  was  evidently  not  in  such  form  as 
would  have  remained  long  in  suspen.^ion.  Thus  it  is  that  while  the 
earlier  identification  of  various  pathogenic  micro-organisms  in  the  dust 
of  rooms  was  correct,  the  inference  as  to  the  constant  risk  of  dust  infec- 
tion in  such  places  was  frequently  at  least  somewhat  overestimated. 

On  the  other  hand,  Fliigge  and  others*  have  found  that  not  only 
in  sneezing  and  coughing,  but  also  in  ordinary  speech,  the  secretions 
of  the  nose,  mouth,  and  throat  may  be  cast  forth  in  considerable  quantity 
for  a  distance  of  several  feet,  not  only  in  the  form  of  visible  droplets, 
but  as  a  more  or  less  abundant,  invisible  spray,  which  may  remain  sus- 
pended for  from  half  an  hour  to  several  hours,  and  may  l)e  carried  for 
long  distances  on  such  slowly  moving  air  currents  as  are  common  in 
inhabited  rooms. 

Thus,  fully  virulent,  infectiouG  material  may  be  transmitted  directly 
through  the  air  in  coughing  and  sneezing:  indirectly  through  dried 
infectious  sputum  ground  to  dust  and  floating  in  the  air.  Less  fre- 
quent is  the  conveyance  of  tui)ercle  bacilli  through  soiled  utensils. 
The  transmission  of  this  germ  through  contaminated  milk  and  the 
meat  of  tuberculous  cattle*  is  a  mode  of  infection  of  great  importance, 
especially  the  use  of  contaminated  milk  by  young  children.' 

Whiche\'er  way  the  tul)ercle  bacilli  ontor  the  body,  wliother  directly  into  the 
lungs,  or  by  the  pharynx  or  tonsils,  or  through  the  intestinui  mucosa,  or  in  rarer  cases 
through  wounds  or  through  the  placenta,  they  are  transported  by  the  blood-  and  lyinph- 
vesseU  to  lymph-nodes  or  to  the  tissues,  where  they  lodge  and  grow  and  incite  the 
formation  of  tubercles.  These  again  if  in  the  blood-  or  lymph-vessels,  when  they 
soften  and  set  the  bacilli  free  by  ulceration  into  the  channels,  afford  fn^sh  foci  of  dis- 
tribution. 80  that  in  cases  of  disseminated  tul>erculosis  the  process  of  distribution 
is  more  or  less  gradual.  In  the  mean  time  the  pn)^n>ss  of  the  h'sions  dependent  in  tin  ir 
topography  upon  the  fortuitous  character  of  the  distribution  of  the  infective  agent  is 

'  For  the  studieH  of  Flflgge  and  his  assistants  see  Zi'itschr.  f.  Hygiene  u.  Infkr.,  vol.  xxx.. 
1899,  and  vol.  xxxviii.,  19()1. 

-See  Kftbcr,  Amer.  .lour.  Med.  So.,  vol.  cxxvi.,  19(>3,  p.  <V84,  hibl.  Kor  th«*  intercom - 
municability  of  human  and  bovine  tubc*rculosis  .see  lim^nrl,  Pn><>.  Piith.  Six*.  Diiludcipiiia, 
May,  1902;  also  r/zrumr^  by  Bttvaird,  MimI.  K<Toni.  vol.  Ixvii..  p.  2S,'i,  10(),">. 

For  a  study  of  tubercle  bacilli  on  books  see  Mitulcscu,  Zcitschr.  f.  llvgieiio  u.  Infkr  , 
B.1.  xliv.,  p.  397,  1903. 

'  For  a  study  en  flies  and  tub<  rculosis  s:'e  Lord,  Host.  Med.  and  Surg.  .lour,  vol.  cli., 
p.  C51,  1901. 
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marked  by  the  protective  adaptation  of  the  body  cells  expressed  by  the  formation  of 
the  tubercles  and  the  developnient  of  immunizing  substances;  while,  on  the  other 
hand,  the  bacillus  itself  is  undergoing  these  adapt  at  ive  modifications  of  its  o\\ti  bio- 
logical characters  which  are  expressed  in  what  we  call  its  virulence. 

Statistics  show,  as  we  have  seen,  that  in  the  majority  of  cases  in  man  the  pro- 
tective* agtMicies  of  the  body  suffice  to  localize  the  lesions,  surround  the  bacilli  by 
necrotic  mas-ses  in  which  they  do  not  flourish,  or  enclose  them  in  a  fibrous  en\'elope. 
Thus  it  appears  that  it  is  largely  the  chances  of  a  wide  or  a  continued  distribution  of 
the  infective  agimt,  or  an  unusual  susceptibility  of  the  host  or  exalted  \'iruience  of  the 
bacilli,  or  the  occurrence  of  fresh  infection,  that  makes  tuberculosis  now  and  then  so 
formidable  a  malady  to  man. 

While  it  is  not  impossible  that  future  research  may  lead  to  the  development  of 
effective  methods  of  artificial  immunization  to  tul)erculosis.  it  is  to  ppe\'enti\'e  measures 
that  we  must  look  for  the  largest  success  in  the  suppression  of  this  scourge  of  the  human 
race.  By  proper  disposal  of  the  sputum;  by  providing  against  atrial  dispersion  of 
infective  material  through  unguarded  coughing  and  sneezing;  and  by  such  intelligent 
methods  of  cleaning  and  disposal  of  dust  as  shall  safeguard  the  respiratory  organs; 
together  with  an  enlightened  supervision  of  the  supplies  of  meat  and  milk,  it  should 
be  possible  even  in  crowded  communities  largely  to  reduce  both  the  morbidity  and 
the  mortality  of  tul>erculo8is. 

Concurrent  Infection  in  Tuberculosis. 

A  concurrent  infection  with  the  tubercle  bacillus  and  the  pyogenic 
micro-organisms  is  of  extreme  significance  in  that  phase  of  tuberculous 
inflammation  of  the  lungs  commonly  called  phthisis.*  While  the  so- 
called  cold  abscesses  may  be  caused  by  the  tubercle  bacillus  alone,  this 
germ  is  not  infrequently  found  under  these  conditions  to  be  associated 
with  other  pyogenic  micro-organisms,  especially  the  streptococcus  and 
staphylococcus." 

Bacteria  Resembling^  the  Tubercle  BadlluB. 

There  are  several  species  of  bacteria  which  aft«r  deep  staining  resist  the  deoolori«- 
ing  action  of  dilute  acids.  These  have  l)een  called,  collectively,  '^acid-resistiDg"  or 
acid-proof  bacteria.'    We  shall  consider  only  two  of  these. 

The  Smegma  Bacillus. — This  organism  is  often  present  and  sometimes  in  Imzge 
numbers  in  the  preputial  smegma  and  elsewhere  about  the  external  genitals.  It  so 
closely  resembles  the  tulx^rcle  bacillus  in  size,  shape,  and  staining  reactions  that  it  is 
liable  by  morphological  examinations  alone  to  be  mistaken  for  it.  It  has  been  culti* 
vated  on  artificial  media  and  is  not  pathogenic.  The  smegma  bacillus,  when  stained  as 
al>ove  recommended  for  the  tubercle  bacillus,  resists  the  decolorising  action  of  the 
acid;  but  it  is  usually  decolorized  by  prolonged  exposure  to  alcohol,  thus  diflTering 
from  either  the  tabercle  bacillus  or  the  lepro8>'  bacillus.  But  this  color  reaction  is  not 
certain;  individual  bacilli  not  infan^uently  remain  unstained.  Various  special  methods 
for  differentiation  have  been  suggested,  but  none  of  them  is  wholly  satisfactory.^  In 
doubtful  cases.  therefon\  and  when  serious  operative  procedures  are  dependent  upon 
the  bacterial  diagnosis,  recourse  should  be  had  to  animal  inoculations. 


*  See  SpenglfT.  Zfitsclir.  f.  Hygiene,  etc.,  Bd.  xviii.,   p.  343,  1894,  bibliography, 
refcront'o  to  Prudden,  p.  582. 

2  For  a  study  of  the  simultaneous  occurrence  of  tubcrrulotiis  and  cancer  see  Weinberg, 
Miinch.  moil.  Wochensohr.,  p.  1473,  19()C. 

'  Sc«*  for  rt'sum^  anil  bibliography  Abbott  and  Gilderaleeve,  Trans.  Assn.  Amer.  Phys., 
vol.  xvii.,  p.  37,  19()2;   also  Rosenberger,  Proc.  Path.  8oc.  of  Phila.,  January,  1904. 

^Critical  review,  with  bibl.,  Dahms,  Jour.  Am.  Med.  Assn.,  vol.  xxxiv.,  pp.  983  and 
1045,  19()().     Consult  also  Counr,  Jour.  Exp.  MimI.,  vol.  v.,  p.  205,  1900. 

For  the  method  of  Pappenheim,  which  is  said  to  be  more  reliable  than  the alcohdideoolor- 
ization,  sec  Wood,  *'  Chemical  and  Microscopical  Diagnosis,"  p.  392,  1905. 
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Tbb  ''Hat  Bacillus." — This  rcaemlilca  the  tubercle  and  stnepna  bacilli  in  form 
and  siainit^  peculiarities.  It  is  called  the  "hay  baritlus"  or  "grass  bacillus"  because 
of  its  coiumoD  occurrence  upoD  fcrasa-heads  in  the  fields.  It  ia  not  pathogenic  and  ia 
readily -culti  vBt«d . 

Similar  organisms  have  been  frequently  found  in  milk  and  butter,  also  in  the 
sputum  in  gangrene  of  the  lung. 

LnpuB  and  Other  rorms  of  Tuberculosis  of  the  Bkin. 

Loral  tuberculouB  inflammation  of  the  skin  may  occur  in  the  fonii  of  small  nodulM 
or  wBrt-likc  thickeuiugs,  as  Ifae  result  of  accidental  inoculation.  Local  nkin  infection 
may  occur  about  the  orifices  nf  the  body  in  tiil>erc\doiiM  pcraons  fnim  contact  with 
Bccietions  or  excretions  contvining  the  tulierck-  l>arilli,  or  aliout  sinUM-s  leadint;  to 
tuberculous  abacesBCB,  jointa,  etc.,  or  in  the  vicinity  of  tubcrculiiua  lymph-nodes. 

A  chronic  form  of  tubcrculoua  inflammation  which  prebont^  special  clinical  features 
has  long  been  known  under  the  name  of  liipiie. 

/,up«*.— This  foim  of  inflammation  moat  firqueiitly  occurs  in  the  skin  of  the  face, 
hut  also  in  the  mucous  mcmbtane  of  the  mouth,  pharynx,  conjunctiva,  vulva,  and 


cellula     nlit  tb   on  o     be    laau    be 
confluence  of   he  nfi   rated  port  on 
infiltt*   on  ma     >e   ormed      Th  rt  ma    l>e  i 
epidermis  o         he   nfi    la  f^d  area   o    an      c 
Mtcroecopical  examination  shous  the  1e. 
tenningied  with  variable  numbers  of  larger, 


nodules  of  new-formed  tiasiie.  in  the 
on  of  iii'W  nodules  and  a  mon-  diffuse 
m  he  lesion  tends  to  spread,  and  liv  the 
and  more  or  less  extcnaive  an^a  of  nodular 
an  cca8i\-e  production  and  exfoliation  of 
^ra  on  of  lite  nen  tissue. 
lOn  ti)  cimsilt  of  small  spheroidal  celU  in- 
polybedral  ct-lls  and  cell  muKses.  and  in 
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many  cases  giant  colls  (Fig.  160).  In  some  cases  a  well-marked  reticuhim  is  present 
between  the  new  cells,  and  these*  are  often  grouped  in  masses  around  the  blood-vessels. 
In  some  cases  there  is.  without  previous  ulceration,  a  formation  of  new  connecti\'e  tis- 
sue in  the  diseased  area,  and  a  well-markiKl  cicatrization;  in  other  cases  the  cells  and 
intercellular  substance  undergo  a  disintegration  which  leads  to  ulceration.  Tubercle 
bacilli  in  small  numbers  may  be  found  in  these  lesions.  In  the  clinical  group  of  dis- 
eases called  lupus  there  are  other  forms  of  lesion  which  are  not  incited  by  the  tubercle 
bacillus. 

Bibliography  of  Tuberculosis. 

The  announcement  of  the  discovery-  of  the  bacillus  tul>erculo8is  by  Koch  was  made 
in  the  Berliner  klin.  WoehensehHft.  1H82,  Xo.  15.  A  most  elaborate  and  valuable 
article  on  the  same  subject  by  Koch  is  contained  in  the  *'  Mittheilungen  aus  dem  Kaiser- 
lichen  (Jesundheitsamte,"  vol.  ii. 

The  abundant  literature  on  the  subject  of  the  tubercle  bacillus  which  has  accumu- 
lated since  1882  is  for  the  most  part  scattered  through  the  German,  English,  and  French 
journals. 

An  excellent  critical  risvmf  of  the  subject  by  Larligau,  with  selected  bibliography, 
may  be  found  in  the  ''Twentieth  (Vnturj*  Practice,'*  vol.  xx. 

In  the  larjt*-  work  of  Straus,  **  La  Tul>(»rculos<\ "  1895,  the  experimental  aspects  of 
the  subji»ct  are  fully  considen^d. 

In  the  work  of  Cornet,  "Die  Tuln^rculose."  together  with  the  general  and  clinical 
consid'^ration  of  the  disease,  the  modes  of  infection  and  prophylaxis  are  set  forth, 
with  bibliography.  See  also  Cornet  and  Meyer,  Kolle  and  Wassermann's  '*Hand- 
buch  dor  Mikroorganismen,"  Bd.  ii..  p.  78,  1902.  An  excellent  summary  of  the  tuber- 
cle bacillus  and  its  biological  characters  is  in  Kolle  and  Hetsch,  ''Experiment^e  Bacte- 
riologic  und  die  Infection-skranklieiten."  1906. 

LEPRA  (Leprosy). 

Leprosy  is  chiiracterized  by  the  development  of  nodular  and  some- 
times diffuse  masses  of  tissue,  consisting  of  larger  and  smaller  cells  of 
various  shapes — spheroidal,  fusiform,  and  branched,  with  a  fibrous 
stroma — the  whole  somewhat  resembling  granulation  tissue.  The  new 
tissue  is  most  frequently  formed  in  exposed  parts  of  the  skin,  as  the 
face,  hands,  and  feet,  but  it  may  occur  in  the  skin  of  any  part  of  the 
bodv.  It  is  formed  more  rarelv  in  the  subcutaneous  connective  tissue, 
in  intrafascicular  connective  tissue  of  nerves,  in  the  viscera,  and  in  the 
mucous  meml)ranes.  The  mucous  membranes  most  frequently  affected 
are  those  of  the  eye,  nose,  mouth,  and  larynx.  The  nodules  may  be 
very  small  or  as  large  as  a  walnut,  and  may  l>e  single  or  joined  together 
in  groups  or  masses.  The  tissue  of  the  part  in  which  the  new  formation 
occurs  nuiy  l>e  atrophied  and  replaced  l\v,  or  may  remain  intermingled 
with,  the  leprous  tissue,  or  it  may  be  hyperplastic.  The  nodules  may 
persist  for  a  long  time  without  undergoing  any  apparent  change," or  they 
may  soften  and  break  down,  forming  ulcers;  but  ulceration,  except  in 
the  mucous  membranes,  is  said  usually  to  occur  as  the  result  of  injury 
or  unusual  exposure.  The  leprous  tissue  may  change  without  ulceration 
into  cicatricial  tissue,  or  cicatrization  may  follow  ulceration. 

Various  secondarv  lesions  and  disturbances  of  nerve  function  are 
associated  with  the  formation  of  leprous  tissue  in  the  nerves  and  central 
nervous  system,  i)ut  these  we  cannot  consider  here. 

In  all  the  primary  lesions  of  leprosy,  bacilli  are  said  to  be  present, 
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mostly  in  the  cells,  and  particularly  in  the  larger  transparent  spheroidal 
forms,  but  sometimes  free  in  the  intercellular  substance.  The  bacilli 
have  l^een  found  in  the  skin,  mucous  membrane  of  the  mouth  and 
lar>-nx,  in  peripheral  nerves,  in  the  cornea,  in  cartilage,  in  the  testicles, 
and  in  lymph-nodes.  Sometimes  the  cells  contain  but  few  bacilli,  but 
they  are  frequently  crowded  with  them. 

Characters  of  the  Lepra  Bacilli. 

The  bacilli  are  from  4  to  6  '<  long  and  very  slender.  They  are  sometimes  pointed 
at  the  ends  and  sometimes  present  spheroidal  swellings  (Fig.  161).  In  their  com- 
portment toward  staining  agents,  as  well  as  in 
general  morphological  characters,  they  consid- 
erabh'  n^semble  the  Bacillus  tuberculosis,  but 
they  are  more  readily  stained.  They  may  be 
stained  with  fuchsin  or  gentian  violet  by  the 
ordinan*  method,  or  by  the  method  employed 
for  staining  the  tu)>ercle  bacillus  (see  p.  252). 

Various  reports  of  success  in  the  artificial 
cultivation  of  the  lepra  bacillus  have  not  yet  Fio.  161. — The  Bacilli  of  i^eprosy. 
received  the  seal  of  experimental  continnation.  From  a  nodule  in  the  8ktn,  showing 
Thi»  lower  animals,  even  monkeys,  do  not  ap-  the  bacilli  free  and  within  cells. 

pear  to  l>c  suspectible  to  lepros>'.  and  thus  far 

attempts  to  incite  the  disease  in  them  by  artificial  inoculation  of  tissues  containing  the 
bacilli  have  failed. 

The  structure  of  the  new  tis-sue  growth,  the  absence  of  coagulation 
necrosis,  and  the  peculiar  grouping  of  the  l:)acilli  in  the  large  transparent 
cells  are  characters  which  usually  clearly  distinguish  the  lesions  caused 
by  the  leprosy  bacillus  from  those  of  tuberculosis. 

Leprosy  is  common  in  India  and  in  other  hot  countries.  It  is  infre- 
quent in  America,  but  in  the  Gulf  States,  in  Mexico,  among  the  Nor- 
wegians in  the  Northwest,  and  in  the  eastern  British  provinces  a  con- 
siderable number  of  cases  are  grouped.  Isolated  cases  are,  however, 
encountered  now  and  then  in  various  parts  of  the  United  States. 

Communicability. — So  long  as  the  leprous  tissue  is  intact  the  bacilli 
are  closely  enclosed  by  it.  But  when  necrosis  and  ulceration  occur  as  on 
the  skin  orthe  mucous  membranes  the  bacilli  may  be  widely  distributed; 
from  ulcerating  nodules  in  the  nose  and  pharynx,  for  example,  in  sneez- 
ing and  coughing.  But  even  persons  exposed  to  infective  exudat^^s  are 
so  seldom  infected  that  one  is  forced  to  assume  special  predisposing 
factors  which  we  do  not  understand  when  infection  does  occur.  Under 
prof)er  sanitary  conditions  leprosy  is  not  to  be  regarded  as  readily 
communicable.^ 

SYPHILIS. 

It  has  l>een  found  convenient  to  consider  the  lesions  of  syphilis  as 
occurring  in  three  stages,  primary,  secondary^  and  tertiary.  These 
stages  may  perhaps  mark  epochs  in  the  development  of  the  infective 
agent  or  phases  in  the  protective  action  of  the  body  cells  in  the  course 
of  their  adaptation  to  the  parasitic  organism.     Or,  finally,  the  stages 

*  For  bibliography  of  leprosy  consoXt  Murrow^  *'  Twentieth  C-eiitixry  Pnictice,"  vol.  xviii. 
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of  s  ph  1  s  ma    bear  oome  relnt  onsh  p  to  the  adaptive  processes  of  the 
nfect    e    rgan  sn      self 

I  n  a  l>e  s  In  general  th  t  the  haracteristic  lesions  of  syphilis 
cons  st  n  a  more  or  less  rcum  r  bed  formation  of  new  tissue.  Thia 
may  l>e  made  up  largely  of 
'imall  spheroidal  ceils  or  of 
^te^  ^  ^^P&Z^^Jf-  ^^^^  "■"''  polyhedral  cells 
f^^%*~iL^^»i&T^  (fiK-  162),  and  of  occasional 
^•^tSj""^^      ^fil>  M^*        giant   celts.     The   new   tissue, 

'  ^  ^mWW y^^^Wf^        <Mnl>ed  masses,  contains,  as  a 

n  if  "^^jr  rule,  few  blood-vessels,  and  ia 

\%  •-  *    6  prone  to  undergo  coagulation 

£       *  •  ^»       •    *«   i  *fc  necrosis.       This    tendency    is 

*&'>*rs. ',>A'.-i^^'L,ff*^'^5  .*        niost    pronounced   in  the  cii^ 
e,^^'^  ^"^  Sr«'^^  umscril«,l  masses. 

The  endothelial  cells  of  the 
t      lb  -\r»roHwj.^Ts»  E  H  hlood-vcssela  in  and  near  the 

l-n     n      a        an  n-     b  o«  ns   n  d         nftanimatorj"  foci  in  this  form 

asia   bo<H     -Ml  if   inflammation   are   not    in- 

fiequoutly  swollen  and  may 
proliferate  (Figs.  Ui2  and  UV-i,  B).  The  vessels  may  otherwise  undergo 
extensive  changes. 

Primary  Lesions. — At  the  point  of  inocnlati<)n  in  a  few  weeks  a  focus 
of  inflamnialion  develops— the  initial  sclerosis.  This  may  be  in  the 
form  of  a  papule  or  a  vesicle,  and  in  either  case  erosion  of  the  surface  is 
apt  to  oicur  and  a  hardening  of  the  deeper  ti.'isueR,  leading  to  the  so- 
called  chancre.  In  this  primary  lesion,  in  addition  to  more  or  less 
fluid  and  cellular  exudate,  there  may  be  obliterating  endarteritis,  a  small 
spheroidal-cell  infiltration  of  the  connective  tissue,  proliferation  of 
connective-tissue  cells,  especially  near  the  blood-vessels  (Fig.  164), 
swelling  of  the  vascular  endothelium,  and  an  occasional  development 
of  giant  cells.  This  new  tissue  may  become  fibrous  and  the  initial 
lesion  heals. 

Usually  in  connection  with,  or  following  the  development  of,  theinitial 
lesion  there  is  a  hyperplasia  of  the  lymph-nodes  belon^ng  to  the  ana- 
tomical district  of  the  lesion.  These  become  hard  and  swollen.  These 
hyperplastic  lymph-nodes,  calle<l  buboes,  are  not  apt  to  suppurate  except 
as  the  result  of  concurrent  infection  with  pyogenic  bacteria,  but  the 
swelling  gradually  subsides. 

Secondary  Lesions. — After  six  or  seven  weeks  the  so-called  secondary 
stage  of  syphilis,  now  called  constitutional  syphilis,  is  entered  upon. 
This  is  characterized  by  various  forms  of  eruption  ontheskin  and  mucous 
membranes — macules,  papules,  and  pustules.  Periostitis  is  not  infre- 
quent. At  this  period  there  often  develop  on  the  mucous  membranes 
or  where  these  join  the  skin,  circumscribed  areas  of  exudative  and  pro- 
ductive inflammation  of  the  papillary  layers  with  necrosis  and  exfoIi&- 
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tioa  of  the  epithelium.  The  papilla  are  enlnrged,  the  epithelium 
swollen  ami  opaque.  These  local  areas  of  inflammation  and  necrosis 
are  called  mucous  patches.  Of  similar  character  are  the  elevated  areas 
of  the  skin  common  about  the  generative  organs  in  sccondaiy  syphilis, 
called  condylomata.  Here  also  there  is  at  the  base  the  characteristic 
cell  proliferation  with  swelling  of  the  papillae,  thickening  and  exfoliation 
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of  the  epithelium,  and  there  nmj'  he  an  abundant  infectiou.s  exudate 
from  the  surface. 

Tertiaiy  Lesions. — One  of  the  most  characteristic  phases  of  the 
tertiary  inflammations  of  syphilis  is  the  formation  in  tlie  periosteum 
or  in  the  viscera,  especially  in  the  liver,  lungs,  heart,  brain,  and  kidney, 
of  masjses  of  new  tissue  called  iitniunota. 

The  smaller  gummata  consist  of  a  mass  <)f  small  spheroidal  and  epi- 
thelioid cells  (see  Fig.  16.5).  As  these  cell  ma.sses  grow  larger  they  are 
apt  to  become  necrotic  and  caseous  at  the  centre,  and  we  may  then 
have,  as  seen  by  the  naked  eye,  a  grayish-white,  u-sually  firm  mass,  with 
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a  more  or  less  dense  and  in-egular  granular  centre  and  a  translucent, 
often  radially  striated  Ixtrder  of  dense  fibrous  tissue  (see  Fig.  166). 

Gumniiita  vary  in  size  from  those  invisible  to  the  naked  eye  to 
those  several  centimetres  in  diameter;  they  are  usually  single,  but  may 
iK  multiple,  and  occasionally  several  coalesce.  The  border  zone  of  the 
gumma  usually  consists  of  granulation  or  fibrous  tissue  and  may  be 
regarded  as  due  to  the  reparative  reaction  of  the  surrounding  tissues. 
The  necrotic  portions  of  gummata  may  lje  ab^iorbed  and  the  whole  re- 
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placed  by  a  mass  of  cicatricial  tissue;  or  slrands  of  fibrous  tissue  enclos- 
ing irregular  i.slets  of  ca.seous  material  may  long  persist  at  the  original 
seat  of  the  gummata.  In  some  instances  the  syphilitic  inflammation  . 
may  Ijc  diffuse,  with  or  without  marked  necrosis.  In  the  lungs,  the 
liver,  and  the  walls  of  the  arteries  the  later  stages  of  syphilitic  infection 
may  be  marked  l>y  the  diffuse  formation  of  fibrous  tissue. 
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Congenital  Syphilis. — The  lesions  of  congenital  syphilis  are  those  of 
the  secondary  and  tertiary  stages,  and  may  l>e  present  at  birth  or  develop 
ot  a  later  period.  Various  phases  of  malnutrition  are  often  obvious. 
There  may  be  pemphigus  of  the  hands  and  feet  or  elsewhere,  with 
vesicles  or  blebs  containing  variously  colored  or  bloody  fluid.  Pustules, 
usually  about  the  buttocks;  various  erylhematous  rashes;  corj'za; 
inflammations  of  the  bones,  joints,  and  cornen,  etc.,  are  frequent. 
Irregularities  in  the  ossification  of  the  long  bones  (see  p.  8.19);  gum- 
mata  and  cirrhosis  of  the  liver;    enlargement  of  the  spleen;    various 
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inflammatory  and  degenerative  lesion.^  of  the  kidney;  and  obliterating 
endarteritis  are  among  the  more  common  marks  of  congenital  syphilis. 

Diagnosis. — The  nodular  lesions  of  syphilis  arc  in  many  respects  struct- 
urally similar  to  those  of  tuberculosis,  so  that  it  is  sometimes  difficult 
to  distinguish  them  on  morphological  examination  alone.  Rut  the 
greater  variety  in  the  developmental  stages  of  the  tuberculous  foci 
which  may  be  found  in  a  single  individual;  the  grouping  of  the  lesions 
ia  a  manner  indicative  of  local  infections,  and  in  tlie  last  resort  the 
demonstration  of  the  presence  of  the  tul)ercle  bacillus,  will  usually 
suffice  to  distinguish  the  tuberculous  from  the  syphilitic  lesion,  even 
without  recourae  to  the  clinical  history. 

For  further  details  regarding  syphilitic  lesions  of  the  viscera  see  Part 
II.  For  many  details  regarding  syphilis,  its  symptomatology  and  lesionw, 
its  effects  upon  gestation  and  tlie  infant,  etc.,  reference  is  made  to 
special  works  on  the  subject.' 


ID  I.ubsnwh  and  Oalcrtafc'"  "ErgciniiKW."  Jahn 
Fur  a  Rtudv  of  bloud-veiwpl  rliangcv  in  svpJii 
Beitrugp,  Bd.  u\-i.,  p.  202.  1890. 
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Animal  Inoculations. — It  has  been  shown  by  Metchnikoff  and  Roux  * 
and  by  Neisser,^  that  successful  inoculations  of  apes  may  be  made  with 
the  virus  of  syphilis.     It  has  been  found  that  while  cutaneous  inocu- 
lation with  material  from  primary  lesions  gives  positive  results,  sub- 
cutaneous  and   intraperitoneal    intro- 
duction of  similar  material  does  not. 
The  infective   agent   in  syphilis  loses 
its  virulence  bv  heating  for  an  hour  at 

The  Inciting  Agent  of  Syphilis. 

A  bacillus  closely  resembling  the  tubercle 
bacillus  in  form  and  size  has  been  described 
by  Lustgarten  and  others  as  occurring,  in  small 
numl>ers  in  the  lesions  of  s>'philis.  It  is  not 
constantly  present,  however;  a  distinctly  char- 
acteristic mode  of  staining  is  not  knoi^'n;  and 
it  has  n<»ver  be<»n  cultivated  on  artificial  me- 
dia; so  that  the  evidence  that  this  bacillus 
is  the  excitant  of  s^'philitic  inflammation  is 
lacking. 

Siepi^l  has  descril>ed  objects  occurring  in 
sj'philitic  lesions  which  he  conjectures  to  be 
protozoa;  but  his  interpretations  are  not  yet 
confinnc'd.*  Several  other  orga!}isms  have  been 
descril)ed  as  occurring  in  s^'philitic  lesions,  but 
without  satisfactory'  evidence  of  their  signifi- 
cance as  excitants  of  the  disease. 


Fir..  IGG. — Syphilitic  Githma  in  tite 

LlVEH. 

Shr>winK  necrotic  castMjus  centre  merg- 
ing into  the  new-fonne<l  cellular  and 
fibrous  tissue  in  t!ie  jwriphery.  This 
gumma  was  much  larger  ancf  is  much 
less  magnified  in  the  cut  than  Fip.  165. 


Spirochaete  pallida. — In  1905  Schau- 
(linn  and  Hoffmann  *  described  the 
occurrence  in  primary  lesions  of  syphilis 
of  a  slender,  spiral  orpinism  (Fig.  167)  of  about  the  length  on  the  aver- 
a^e  of  the  diameter  of  a  red  blood  cell,  which  they  called  Spirochwte 
pallida.^  It  is  sharply  curved,  corkscrew  like,  having  from  three  to  ten 
or  more  curves,  and  is  pointed  at  the  ends.  It  is  mobile,  rotating  on 
the  long  axis,  and  moving  in  both  directions. 

The  Spirocha^te  pallida  is  stained  with  difficultv  bv  the  ordinary 
reagents  and  is  thus  frequently  difficult  of  detection.  It  may  be  mixed, 
especially  when  on  the  ulcerating  surfaces  of  syphilides,  with  coarser 
and  more  readily  stained,  spiral  organisms,  particularly  Spirochccte 
refringcns,  and  with  various  other  saprophytic  bacteria.  It  is  most 
readily  detected  in  material  from  the  depths  of  such  lesions  as  con- 
dylomata and  mucous  patches. 

'  Ann.  Inst.  Pasteur,  t.  xvii..  p.  809.  1903. 

2  Deut.  med.  Woch  ,  xxx.,  p]).  1309  and  1431,  1904;  tind  Xeisser  and  Baermanrif  ibid., 
XX xi.,  p.  74S,  1905. 

3  See  Mftchtn'koff  and  Roux,  .\nn.  Inst.  Pasteur,  t.  xviii..  p.  657,  1904. 

*  Munch,  med.  Woch..  July  11  th.  1905.  »Set'  review  of  later  studies,  WinkUr,  Wien.  klin. 
Woch..  Mnr.  22d.  p.  340.  19(M). 

'  Arbeiten  a.  d.  Kais.  Gesundheitsamte.  B<1.  xxii.,  p.  527,  1905;  also  Deut.  med. Woch., 
p.  711.  1905. 

•^  This  organism  was  afterward  culled  Spimncma  pallida  and  still  later  Treponema 
pallidum. 
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Since  the  announcement  of  its  discovery  the  Spirochaete  pallida  has 
been  found  by  many  observers  in  condylomata  and  in  the  primary 
macules,  papules,  and  pustules.  It  has  been  found,  though  less  con- 
stantly, in  the  internal  organs,  in  the  lymph-glands  of  involved  regions, 
in  the  spleen,  and  in  the  i)lood. 

The  organism  has  also  been  found  in  the  secondary  lesions  of  syphilis, 
even  at  a  late  period.  It  also  occurs  in  the  lesions  of  the  skin  and  in 
the  internal  organs  of  the  victims  of  congenital  syphilis.  The  occur- 
rence of  the  spirochete  in  the  tertiary  lesions  is  doubtful. 

The  observations  of  MetchnikofT,  Flexner,  and  Kraus  have  shown 
that  in  the  experimental  primary  syphilitic  lesions  of  the  monkey  the 
spirochsete  is  present. 

The  attempts  to  cultivate  the  organism  on  artificial  media  have 
thus  far  been  unsuccessful.^ 

While  the  evidence  is  not  complete  that  the  Spirochete  pallida  is 
the  inciting  agent  in  syphilis  and  may  not  be  so  until  artificial  cultures 
and  successful  inoculation  with  them  shall  have  been  achieved,  there 
seems  to  be  little  doubt  even  at  present  of  its  etiological  significance. 
This  organism,  resembling  morphologically 
in  many  respects  the  spiral  bacteria,  was 
believed  by  Schaudinn  to  belong  among 
the  protozoa,  and  he  thought  that  it  should 
be  classed  with  the  trypanosomata.  This 
view,  however,  has  not  been  finally  accept- 
ed.' It  is  still  believed  by  many  to  belong 
among  the  bacteria. 

CommunicabiUty.— The  infective  ageni  y^^  i^t.-Spiroc^tk  Pallida 
of  syphilis  is  readily  and  most  frequently  (Treponema  pallidum). 

conveyed   by   direct   inoculation   with   the 

exudate  from  some  lesion  of  a  victim  of  the  disease.  This  most 
frequently  occurs  during  sexual  intercourse,  but  may  take  place  in  many 
other  ways,  either  through  direct  or  indirect  transmission  to  abraded 
or  wounded  surfaces  of  the  infective  exudate. 

Syphilis  may  also  be  inherited,  apparently,  either  from  the  father  or 
the  mother.  But  the  transmission  of  the  infective  agent  through  the 
placental  blood  is  the  more  common. 

Stainins^  of  SpirochsBte  Pallida. 

The  material  is  most  readily  obtained  from  the  primary  ulcerated  lesions  by  gently 
scraping  with  a  platinum  loop  after  a  preliminary  cleansing  of  the  surface,  or  from 
mucous  patches  by  a  deep  scraping  with  a  sharp  spoon.  From  papules,  pustules,  and 
TOBdiAsB  one  may  obtain  material  by  expressing  fluid  through  a  superficial  incision ; 
from  lymph-nodes  by  the  hypodermic  n€>edle. 

Smears  of  the  material  should  be  made  very  thin.  Many  stains  an'  effective. 
After  fixation  in  alcohol  and  ether  the  spirochiete  may  be  stained  with  gentian  violet, 
or  by  the  Giemsa  method,  the  latter  being  esi)ecially  n*commended  by  the  discoverers 

*  For  a  r^sumf  of  the  etiology  of  j^yphilia  with  bibl.,  etc.,  »ee  FUxncr,  Medinil  News, 
vol.  Ixxxvii.p  p.  1105,  1905;  seealMo  Afulzer,  Arch.  f.  Demi.  u.  Syph.,  lid.  Ixxix.,  p.  387,  11)06. 
'  See  review  and  bibl.,  Xavff  and  Knapp,  Jour.  Inf.  Dis.,  vol.  iii.,  p.  2\)\,  1906. 
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of  the  organism.  For  the  general  use  of  the  (lienisa  stahi  see  p.  985.  For  the 
Spirocha?te  pallida  it  is  recommended  to  stain  from  sixteen  to  twenty-four  hours,  but 
a  shorter  time  will  usually  suffice. 

In  sections  the  spirochete  is  well  demonstrated  by  the  silver  impregnation  meth- 
od of  Cajal,  as  suggested  by  Bertarelli,  Volpino  and  Bovero,'  and  later  modified  by 
Levaditi.^ 

For  this  purpose*  verj'  small  portions  (about  1  mm.  thick)  of  the  organs  to  be 
examined  are  fixed  by  twenty-four  hours'  soaking  in  ten-per-cent  formalin  solution,  and 
then  washed  thoroughly  and  hardened  in  ninety -six-per-cent  alcohol  for  twenty-four 
hours.  Soak  in  distilled  water  till  the  blocksof  tissue  sink.  The  blocks  are  then  placed  for 
three  diiys  in  1 .5-3-per-cent  solution  of  silver  nitrate,  kept  at  37**  C.  Then  after  thorough 
washing  out  for  several  hours  in  distilled  water,  they  are  placed  for  twenty-four  hours 
in  the  following  solution:  Pyrogiillic  acid,  2.(>— 4.0;  formalin,  5.0;  distilled  water  to 
100.  Then  wash  out  thoroughly,  dehydrate  with  alcohol,  then  xylol,  embed  in  paraffin 
and  section.  Sections  must  be  ver\'  thin.  Count<»r8tain  with  Giemsa's  mixture, 
for  several  minutes  wash  in  water,  dififerentiate  with  absolute  alcohol  to  which  a  lit- 
tle oil  of  cloves  has  l>ei'n  added,  clear  with  oil  of  lx*rgamot  or  xj'lol,  mount  in  balsam. 

A  later  and  more  rapid  method  of  silver-staining  recommended  by  Levaditi  and 
Manou^lian  '  is  as  follows: 

1.  Pieces  of  tissue,  one  or  two  millimetres  thick,  are  fixed  by  twenty-four  to  forty- 
eight  hours'  sojouni  in  ten-per-cent  formalin  solution. 

2.  Wash  in  alcohol  (ninety-six-per-cent)  for  twelve  to  sixteen  hours. 

3.  Soak  in  distilled  wat<?r  till  pieces  sink. 

4.  Impregnation  with  silver  as  follows:  one-per-cent  silver-nitrate  solution  to 
which  is  added  when  ready  for  use  ten  jmt  cent  of  pyridin  (Cogit  or  Billaut).  The 
tightly  closed  flasks  containing  this  mixture  in  considerable  quantity  are  kept  for 
two  to  three  hours  at  room  temperature,  then  for  from  four  to  six  hours  at  about 
50°  C.  (The  time  recjuiR'd  for  impn^gnation  depends  upon  the  permeability  of  the 
tissue.) 

5.  Wash  quickly  in  a  solution  of  pyridin,  ten  parts  to  one  hundred. 

6.  Reduction  in  solution  of  pyrogallic  acid,  four  per  cent,  to  which  is  added  when 
ready  for  use,  purified  acetone,  10  parts  to  100;  and  pyridin,  15  parts  to  100  of  the 
total  volume.     The  reduction  is  completed  in  a  few  hours. 

7.  Pass  through  alcohol,  xylol,  paraffin  sections. 

8.  Stain  with  I'nna  s  blue  or  toluidene  blue  and  differentiate  with  the  glycerin- 
ether  mixture  of  Unna.* 

By  this  method  the  spirals  are  more  or  less  definitely  black,  the  tissues  pale  yellow. 
Double  staining  reveals  the  relationships  of  the  organism  to  the  tissue  celb. 

Rhinoscle  roma. 

This  disease,  which  occurs  especially  in  eastern  Europe  and  occasionally  in  other 
parts  of  the  world,  is  a  chronic  inflammation  of  the  nasal,  pharyngeal,  and  laryngeal 
mucous  membrane.  In  this  inflamnmtion  a  diffuse  or  nodular  formation  of  new  tissue 
somewhat  resembling  granulation  tissue,  occurs,  which  tends  to  assume  a  dense  cicatri- 
cial character. 

Constantly  associated,  it  is  said,  with  this  lesion  is  a  bacillus  called  Bacillus  rhino- 
sderomatis.  This  bacillus  in  most  of  its  morphological  and  biological  characters  closely 
resembles  the  pneumobacillus  of  Friedlander,  growing  readily  on  the  common  culture 
media  and  developing  a  capsule,  and  it  may  be  identical  with  it. 

The  relationship  of  this  bacillus  to  the  lesions  of  rhinoscleroma  does  not  appear  to 
be  as  yet  deflnitely  established,  since  inoculations  in  men  and  animals  have  not  given 
positive  n»sults. 

»  See  Cbl.  f.  Bak..  .\bth.  I.,  Orig.  Bd.  xl.,  p.  5«,  1906. 
'' See  Ann.  In.st.  Pastour,  vol.  xx..  p.  41,  1900. 

'  LeiHiditi  and  Manou/lian,  Coniptes  Rend.  Sue.  de  Biol.,  t.  Iviii.,  p.  134,  1906. 
*  This  preparation,  which  ran  be  obtained  from  theGriibler  house,  is  a  mixtureof  glycerin 
and  alcohol,  used  u.s  a  differentiating  agent  for  basic  dyes. 
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DIPHTHEBIA. 


Diphtherial  is  an  acute  infectious  disease  incited  by  the  Bacillus 
difAlhcria  (Loffier),  and  usually  characterized  by  a  pseudo-membran- 
ous inflammation  on  some  of  the  mucous  membranes  or  occasionally 
on  the  surface  of  wounds,  and  by  immediate  or  remote  effects  of  abaorlied 
toxic  substances.  The  niucoua  membranes  which  are  the  most  fre- 
quently affected  in  diphtheria  ai-e  those  of  the  tonsils,  pharynx,  soft 
palate,  nares,  larj-nx,  and  trachea;  less  frequently  those  of  the  mouth, 
gums,  conjunctiva,  (esophagus,  and  stomach. 

MOHPHOLOGV    OF   THE    LeSIONS. 

The  local  lesions  in  mucous  membranes  may  present  various  phases, 
which  repi-esent  clinical  types  of  the  disease.  Thus  there  may  be  a 
simple  redness  of  the  affected  surfaces  whit-h  leaves  no  trace  after  death, 
or  there  may  be  a  simple  catarrhal  infl  nmation  On  tl  e  other  hand 
in  the  more  marked  forms  of  the  le  n 
there  may  be  a  filjrinous  exudate  h  h 
infiltrates  the  mucous  membrane,  or  n 
terniingle<l  with  pus  cells,  epithelial  cells 
red  blood  cells,  bacteria,  and  gran  1  r 
material,  forms  a  thick  or  thin  pell  cle 
on  the  affected  surfaces  (see  Fig.  1")  p 
208).  This  pellicle  may  undergo  j,u 
lation  necrosis  (Fig.  168),  and  han  1 
hand  with  this  there  may  be  superfi  1  or 
deep  necrosis  of  the  mucous  meml  rine 
The  false  membrane  in  diphtheria  fa  th  s 
formed  by  a  combination  of  inflammatory 
products  and  necrotic  tissue,  the  extent  ao  lat  Necroms 
of  the  necrosis  and  the  amount  of  uiflum 

matory  products  varying  in  different  cases.  The  meml>rane  may  dis- 
integrate or  exfoliate,  with  or  without  loss  of  ti.ssue  in  the  underlying 
mucous  membrane.  Phlegmon,  absces.s,  and  oedema  are  liable  to  occur 
as  local  complications. 

Adjacent  and  distant  lymph-nodes  are  apt  to  be  swollen,  and  often 
show,  on  microscopical  examination,  endothelial -cell  hyperplasia  with 
small  foci  of  cell  necrosis  and  disintegration.'  Similar  foci  of  cell  hyper- 
platiia  with  necrosis  with  small  spheroidal-cell  accumulation  and  fatty 
degeneration  may  be  found  in  the  kidney,  spleen,  and  liver.  Albumi- 
nous degeneration  in  the  kidney  and  acute  nephritis  are  not  infrequent. 
Small  hemorrhagic  foci  may  be  present  in  the  liver  and  kidneys.  De- 
generation of  the  heart  rau.scle  may  occur.=     The  exact  nature  of  the 

'  Comult  fFatdtkeailaeh,  Viifli.  Arrli.,  ltd.  rlix.,  p.  137.  I90l>. 

'  For  BtuiliM  ot  the  lesionH  of  tlie  myoranliiuii  in  iliplithiiia.  rotiHUtt  Seagli'iri,  Vin-h. 
An-h..  B(l.  cxlvE.,  p.  115,  1896:  aim  Thomat  anil  tliblmrd.  Rcportfi  of  liostiiii  City  Ilosp., 
IfHJI).  p.  204,  bibl.;  for  a  »tuilv  of  aeTvv  Ic^onx  with  bibl.  we  Batten,  Pwliatrirx.  vol.  vii.. 
p.  97,  1609;  alira  Kainy,  Jour.  Pfttli.  wkI  llart,,  i-ul.  vL,  p.  432, 19UU.     Kur  u  comprclieiuuvo 
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nerve  lesions  which  may  be  associated  with  the  late  paralyses  of  diph- 
theria is  not  yet  clear,  but  degeneration  of  the  peripheral  nerves  and 
chromatolj'sis  of  the  ganglion  cells  occur,  indicating  the  action  of  an 
absorbed  toxic  substance  in  the  body  fluids.  Leucocytosis  may  be  pres- 
ent. 

Catarrhal  bronchitis  and  broncho- pneumonia  or  simple  lobular 
pneumonia  frequently  complicate  diphtheritic  lesions  of  the  upper  air 
passages  and  fauces. 

BaCTKRIOLOOV    of   THE    DISEASE. 

Although  bacteria  of  various  forms  are  commonly  present  in  the 
false  membrane,  and  some  of  them  penetrate  deeply  into  the  underlying 
tissue,  the  primary  and  specific  excitant  of  this  disease  is  the  Bacillus 
diphtheriie  of  Loffler. 

In  man  the  diphtheria  bacilH  are  largely  confined  to  the  seat  of  local 
lesion,  and  sometimes  occur  here  in  enormous  numbers,  especially  in 


FlO.    109.— DlPHTREIUTIC   IKFLAHHATION  OF  THE  ToNUL. 

Showing  Lofflcr'a  bacilli  in  Ihe  pwudo-membnuie. 

the  older  layers  of  the  pseudo-membrane  (see  Fig.  169),  But  they  may 
become  widely  distributed  through  the  body.  This  appears  to  be  espe- 
cially the  case  when  the  pyogenic  cocci  are  associated  with  the  diphtheria 
bacillus  at  the  seat  of  local  lesion.  The  systemic  effects  in  diphtheria 
appear  to  be  largely  due  to  the  absorption  into  the  body  of  toxic  material 
elaborated  locally  by  the  germs.  Septiciemia  or  acute  visceral  inBam- 
mations,  particularly  of  the  kidney,  may  occur  without  evidence  of  an 
external  local  lesion  or  of  the  portal  of  entry  of  the  bacillus.* 

study  ot  the  bactcriuloKV  anil  pathology  of  two  hundred  and  twenty  fatal  casn  of  diphtheria 
see  Couneilman,  Midlory,  and  Fearce,  Jour,  Boslon  Soc.  Med.  8ci.,  vol.  v.,  p.  139,  1900. 

'  For  a  rfiuml  and  bibliography  of  studies  relating  lo  diphtheritic  sept' 
and  Ttary,  Uiuettc  des  116piUux,  May  2d,  4th,  and  9th,  1890. 


the  infectious  diseases  273 

Concurrent  Infections. 

The  very  frequent  association  of  the  pyogenic  coeri  and  other  bacteria 
with  the  diphtheria  bacillus  gives  rise  to  a  series  of  changes  which  make 
the  clinical  picture  and  the  lesions  of  diphtheria  sometiries  verj-  cora- 
piex.  Thus  the  comphcating  bronchitis  and  lironcho-pneumonia,  as 
well  as  pyamic  symptoms  and  lesions,  may  he  due  to  the  diphtheria 
bacillus  alone.  But  these  secondary  lesions  may  lie  due  to  the  presence 
in  the  pseudo-membrane,  and  the  entrance  into  the  deeper  air  passages 
and  the  hinod,  of  Streptococcus  pyogenes,  Staphylococcus  pyogenes, 
IMplococcus  lanceolatus.  Bacillus  c.ili  communis,  and  other  bacteria, 
or  of  these  together  with  the  diphtheria  bacillus.' 

Oharactars  of  th«  Diphtlieria  Bacillua. 

This  OTganism,  firet  descril>ed  and  dpfinilcly  aaaociatcd  with  this  diseaac  Ity  L6ffier, 
is  B  Blender  rod.  in  j^ncral  aliout  3  f  \<mif. 
but  Bometimes  shorter  and  sometimes  (trow- 
ing into  threads.  It  occasionally  (crows  i[i 
branchini;  forms,'  and  is  chuntctcrizod  mor- 
pbologicaUy  by  marked  irrcKularitics  in  its 
foiTD  (Fig.  1701.  While  th<'  typical  form  is 
that  of  a  round-ended,  straight,  or  slightly 
curved  bacDlus.  it  is  very  apt — perhapa  as  a 
result  of  d^asnoration — to  appear  elub-shuped 
or  pointed  at  the  ends,  irreRuiarly  segmented, 
and  to  develop  at  the  ends  or  elsewhere  a 
stTongly  refractile  material  which  stains  niorc 
deeply  than  the  rest  of  the  proloplasm. 

The  diphtheria  bacillus  is  immobile,  ospo- 
ragenous.  grows  best  at  blood  heat,  and  thrives  From  nudule  in  the  thnrnt  nf  a 

oa   most   of  the    artificial    culture   media.      In      <-a."eof dipli(hpria;BhowingirreBiilBri- 
fluids  it   may  lie  killed  by  an  exposure  of  ten       'if^  "f  tlie  baoilli  in  shai*  and  Him 
liiinutefl  to  a  temperature  of  58°  C;  but  it  may      ""    p"'''™*"*"- 
reniBin  alive  for  weeks,  or  even  months,  in  fntK- 

menla  of  dried  membrane.     It  may  be  slaincd  with  I.iVHlers  alkaline  methylene-blue 
•olution  or  by  Gram's  method. 

It  is  subject  to  extreme  variations  in  virulence,  formri  occurring  which  with  all  the 
usual  cultural  characteristics  are  not  at  all  virulent.' 

Action  of  tlie  Bacillus  in  Animals. 

Inoculations  of  virulent  cultures  subcutaneously  in  guinea-pigs  arc  followed  by  a 

localized  ho'morrhagie  cedema  n'ith  a  \-Hriable  amount  of  whiti^i  exudate.     Death 

usually  occuts  in  from  two  lo   five  days.     In  addition  to  the  local  lesions  there  may  be 

— but  this  is  not  constant — swelling  of  the  adjacent  and  of  the  abdominal  lymph-nodes. 

'  For  a  ntudv  of  the  pmencp  and  actinn  i>f  (he  diphthoria  Imcilli  in  tlic  lungs  we  Flrxjirr 
and  Aitdfrfm.  Johns  Hopkin*  Husp.  Bull.,  vol.  ix.,  p.  72,  181IS. 

For  a  suminar>'  of  the  association  of  iliphlheria  anil  tubereulinU  Hcc  Cnunrilmnn,  Mai- 
Iciry.  and  Prarer,  reference  p.  272. 

■  The  branching  fomw  whirh  are  occB»ii>nally  iibsc-ri-wi  in  llm  rliphllieria  as  well  no  in 
the  tubercle  bacillun.  tosetliEr  with  eertain  olh.T  character!'.  Iinvt-  l«l  ««ne  observer  to  the 
belief  that  tlieoe  organinnw  are  reUled  (n  ,'trrptotlirix  ami  t'l  llie  moulds  rather  than  to  the 
baelnria.  Rut,  for  the  prenent  at  least,  it  r'ftmi*  wiser  to  consider  them  in  tlicir  more  gen- 
eraltv  scknowlHlgeil   rclatioruliips. 

'  For  a  Btuay  of  varieties  of  the  R.  diphiheriir,  »■(■   Willuino.  .Poor.  Med.  R.-ji,.  vol,  viii,. 
1002,  p.  S3:    aee  aUo  for  full  suiiimar>'  iiC  itudios  on  (lu>  diphtheria  liacillUBand  its  toxina, 
Beds,  Kolle  and  WasMmuum's  "Ilsudbuch  der  Mikroorgutiismcn,"  11<1.  ii,,  p.  734. 
18 
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serous  effusions  into  the  pericardial,  pleural,  and  peritoneal  sacs;  swollen  spleen, 
albuminous  and  fatty  degeneration  in  the  liver,  kidney,  and  heart  muscles;  congestion 
and  sometimes  haemorrhage  of  the  suprarenals.  Microscopical  examination  shows, 
in  a  considerable  proportion  of  cases,  fragmentation  of  nuclei  and  other  e\'idence8  of 
cell  death  at  the  seat  of  inoculation  and  in  the  >'iscera,  as  well  as  chromatolysis  of  gan- 
glion cells  in  the  anterior  horn.  Animals  which  sur^nve  the  inoculations  may  later 
develop  paralysis,  and  a  similar  result  may  follow  the  injection  into  rabbits  of  culture 
fluids.  The  bacilli  do  not  usually  gain  access  to  the  body  at  large,  but  may  be  found 
at  the  seat  of  inoculations.  Inoculation  into  the  mucous  membranes  of  rabbits, 
pigeons,  and  certain  other  animals  may  result  in  the  development  of  a  pseudo-membrane 
somewhat  resembling  that  of  the  disease  in  man. 

Diphtheria  Toxin  and  Antitoxin  and  Diagnosis. 

In  its  growth  under  artificial  culture  some  strains  of  the  diphtheria  bacillus  de- 
velop and  set  fret*  in  the  cultun'  media  toxic  substances  whose  chemical  composition 
is  as  yet  unknown.  It  is  this  toxic  material  which  is  used  in  the  production  of  diph- 
theria antitoxin  (sen*  p.  IG'2). 

We  have  aln^ady  considered  the  action  of  antitoxin  on  page  162  and  need  not  dwell 
upon  it  here.  For  methods  of  the  manufacture  and  tests  of  antitoxin,  consult  Parkt 
"  Pathogenic  Bacteria  and  Protozoa,"  1905. 

For  details  of  bacterial  diagnosis  consult  works  on  bacteriology  or  clinical  pa- 
thologj'. 

The  agglutinative  reaction  of  the  diphtheria  bacillus  is  not  sufficiently  definite  to 
permit  of  its  use  in  diagnosis. 

CoMMUNicABiLiTY. — While  the  possibility  of  the  transmission  of  the  diphtheria 
bacillus  by  domestic  animals  to  man  cannot  be  doubted,  the  usual  source  of  infective 
matt'rial  is  the  exudates  of  victims  of  the  disease,  or  Wrulent  bacilli  from  the  mouths 
of  healthy  persons  to  those  di.spo8ed  to  the  infection.  This  conveyance  may  take 
place  din»ctly  by  contact,  or  by  coughing  and  sneezing,  or  through  contaminated 
clothing,  bedding,  or  various  utensils.  The  susceptibility  to  diphtheria  is  greatest 
in  the  young. 

It  is  important  from  the  prophylactic  standpoint  to  remember  that  the  Bacillus 
diphtherias  may  n^main  alive  in  the  mouth  of  the  human  subject  for  many  weeks  after 
recovery  from  the  local  lesions  of  the  disease,  and  also  that  healthy  persons  when  the 
disease  is  prevalent  may  harbor  the  virulent  bacilli  in  their  mouths.^ 

Other  Bacteria  of  the  Diphtheria-Bacillus  Group. 

While  the  diphtheria  bacillus  varies  greatly  in  the  physiological  capacities  which 
determine  its  vinilence.  its  general  morphological  and  cultural  characteristics  arefaiiiy 
constant.  There  are,  however,  non-virulent  bacilli  occurring  on  mucous  membrsDes 
under  normal  as  well  as  abnormal  conditions  which  considerably  resemble  this,  but 
which  differ  somewhat  in  both  morphological  and  biological  characters  from  the  true 
diphtheria  bacillus  and  its  variants.  Such  oi^nisms  have  been  called  p^tudo-dvph- 
theria  bacilli.  These  non-vinilent  fonns  may  l)e  regarded  as  attenuated  varieties  of 
the  diphtheria  bacillus.^ 

The  so-called  Xerosis  bacillus,  which  has  been  repeatedly  found  in  xerosis  con- 
junctiva*, is  apparently  a  member  of  the  diphtheria-bacillus  group.' 

Vi.nce.vt's  Bacillus. — In  certain  cases  of  ulcerative  or  pseudomembranous 
angina  with  hyperplasia  of  the  lymph-nodes,  a  long  slender  bacillus  was  found  first 
by  Vincent  *  which  is  U^lieved  to  be  the  inciting  agent  of  the  lesion.  It  does  not  grow 
in  artificial  media,  and  its  n'lationships  are  not  known. 

'  Si>e  for  a  Htiuly  of  the  diphtheria  bacillus  in  the  moutlisof  healthy  persons  and  those 
exiKised  to  the  (hsease  Cirahnm-Stnith,  Jour,  of  Hyg.,  vol.  iii.,  p.  216,  1903,  bibl.;  also  tbuf., 
vol.   iv.,  p.  258,  1904. 

^  For  a  study  of  virulent  "pseudo-diphtheria"  bacilli  see  Hamilton  and  Horion,  Jour.  Inf. 
Dis.,  vol.  iii..  p.  128.  19(X>. 

'^Graham-Smith,  .Jour,  of  Hygiene,  vol.  iv.,  p.  ,306,  1904. 

*  Ann.  de  I'lnst.  Pasteur,  t.  xiii..  p.  609,  1899;  also  Lancet,  vol.  i.,  p.  1280,  1905. 
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TETANUS.     (Lockjaw.) 

This  disease,  which  is  especially  marked  clinically  by  muscular 
spasm,  is  due  to  infection  by  the  Bacillus  tetani.  This  organism  is  rather 
widespread  and  in  some  places  very  abundant,  occurring  with  other 
germs  in  the  soil,  especially  in  manured  soil,  and  gaining  entrance  to 
the  body  through  wounds,  which  are  often  very  slight.  The  soil  in 
certain  regions  appears  to  harbor  in  especial  abundance  the  tetanus 
organism  or  its  spores.  Thus  in  certain  districts  on  Long  Island  and  in 
New  Jersey  slight  injuries  are  frequently  followed  by  tetanus.  The 
liability  to  infection  from  the  spores  is  greatly  enhanced  by  their  associ- 
ation with  other  organisms  or  with  dirt,  splinters,  etc.,  in  the  wound. 

The  Lesions  of  the  Disease. 

The  local  lesion  in  tetanus  is  usually  slight  and  not  characteristic, 
often  consisting  only  in  a  slight  suppuration. 

The  morphology  of  the  lesions  of  the  nervous  system  to  the  existence 
of  which  the  symptoms  of  tetanus  so  directly  point  is  yet  obscure.  Over- 
filling of  the  blood-vessels,  cellular  exudate  into  the  perivascular  spaces, 
chromatolysis  of  the  ganglion  cells  of  the  spinal  cord  are  common.  The 
bacillus  remains  for  the  most  part  at  the  seat  of  local  lesion  and  induces 
its  effects  by  the  elaboration  of  a  most  intense  poison  or  toxin,  called 
tetano'toxin.  The  action  of  this  toxic  substance  appears  sometimes  to 
continue  in  the  body  after  the  death  of  the  organisms  which  have  elab- 
orated it.  This  infectious  disease  affords  a  most  typical  example  of 
toxaemia. 

Characters  of  the  Bacillus  Tetani. 

It  18  rather  long,  slender,  and  motile,  often  prowins:  in  pairs  or  threads  and  prone 
to  develop  a  spore  in  one  end  (Fij?.  171),  in  which  condition  the  bacillus  is  larger  at  this 
end.  l)eing  club-  or  racket-shaped.  It  is  readily  stained.  At  the  room  temperature 
it  grows  on  artificial  culture  media,  and  is  strictly  anaerobic,  flourishing  in  an  atmos- 
phere of  hydrogen.  It  fluidifies  gelatin  after  sending 
out  into  it  irregular-shaped,  ray-like  outgrowths. 

The  spores  of  the  tetanus  bacillus  are  very  resistant 
to  drying,  to  heat,  and  to  various  chemical  disinfectants. 

Characteristic  tetanic  flym])toms  followed  by  death 
may  be  induced  in  mice,  guinea-pigs,  and  rabbits  by  sub- 
cutaneous inoculation  of  cultures.  Man  and  the  horse 
are  markedly  susceptible  to  tetanus;  birds  are  as  a  rule 
insusceptible.  If  the  tetanus  bacillus  l>e  grown  in  nutri- 
ent broth  at  blood  heat  out  of  contact  with  oxygen  the  '»'•  171.— BAriLLrs  Tetani. 
toxin  is  developed  and  mingles  with  the  fluid.  This  toxin  Ynym  a  culture :  showing  club- 
when  freed  from  living  germs  is  capable  of  inducing  the  shap<Ml  ends  with  siwres. 

symptoms  of  the  disease.     Broth  ciUtures  may  after  some 

w«»ek8  ha\*e  acquired  such  an  extreme  intensity  that  the  dried  poisonous  material, 
separated  from  the  inert  fluids  and  partially  purified,  may  be  fatal  to  a  mouse*  weigh- 
ing 15  gm.  in  a  dose  of  0.0000000.5  gm.  Estimating  according  to  the  n*lative  weights 
of  the  8u})jects.  the  minimal  fatal  human  dos<>  would  be  al»out  0.00023  gm.  This 
toxin  is  rendered  inert  by  a  temperature  above  Go"  C.  and  by  light. 
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Tetanus  Antitoxin. 

By  procedures  similar  to  those  described  in  diphtheria  immunization 
(p.  102),  the  tetanus  toxin  has  been  used  to  secure  artificial  immunity 
in  dogs,  goats,  and  horses,  and  here  also  the  blood  serum  of  the  immu- 
nized animals  has  l)een  prepared  and  employed  in  man  for  therapeutic 
purposes  with  some  degree  of  success.* 

The  tetanus  toxin  induces  its  effects  in  the  body  by  its  operation 
on  the  central  nervous  svstem.  It  has  been  shown  to  reach  the  nerve 
centres  from  the  seat  of  growth  of  the  bacillus,  by  way  of  the  axis 
cylinders  of  the  motor  nerves.  The  tetanus  antitoxin,  on  the  other 
hand,  which  may  be  injected  for  protective  purposes,  is  not  taken  up 
by  the  nerves,  but  passes  into  the  blood- and  lymph-vessels  and  tissue 
fluids.  The  power  of  the  antitoxin  to  neutralize  toxin  is  apparently 
limited  to  that  portion  of  the  latter  which  has  not  been  absorbed  by 
the  nerves,  but  is  still  free  either  at  the  seat  of  production  or  in  the 
blood  or  lymph. 

The  theoretical  promise  of  the  tetanus  antitoxin  for  therapeutic 
purposes  in  man  is  thus  in  practice  rendered  in  a  large  measure  futile, 
because  the  existence  of  the  disease  is  not  recognizable  until  the  tox- 
aemia is  sufficiently  marked  to  produce  the  nervous  symptoms,  at  which 
time,  union  of  the  toxin  with  the  nerve  tissues  having  been  effected, 
the  usefulness  of  the  antitoxin  is  limited  to  the  neutralization  of  the 
unabsorbed  toxin.  Statistics  are  as  yet  too  meagre  to  justify  a  final 
opinion  as  to  the  practical  value  of  serum  therapy  in  tetanus,  but  it 
appears  to  be  definitely  useful. 

Diagnosis. 

For  purposes  of  diagnosis  it  may  be  necessary  to  inoculate  a  white  mouse  at  the 
base  of  the  tail  with  suspicious  material  at  the  same  time  that  morphological  examina- 
tion and  anaerobic  cultures  are  made.  Should  tetanus  develop  in  the  mouse  within 
a  few  days,  control  cultures  may  be  made  from  the  exudate  at  the  seat  of  inoculation.' 

Other  Bacilli  of  the  Tetanus  Group. 

Several  bacterial  species  are  already  known  which  may  be  classed  in  the  tetanus 
group.  While  var\'ing  in  size,  these  bacilli  are  in  general  rather  large;  spores  form  in 
their  thickened  ends;  they  are  facultative  anaerobes;  some  do,  others  do  not  fluidify 
gelatin,  and  they  retain  the  st-ain  by  (wram's  method.  They  are  mostly  saprophytes 
and  have  been  found  in  milk  and  milk  products,  in  excrement  and  sewage,  etc.  None 
is  known  to  be  pathogenic  in  man.  The  most  noteworthy  among  these  is  BaciUus 
pseudo'tctanirnfi.  Sanfelice.  which  in  morphology  and  growth  characters  resembles  the 
Bacillus  tetani,  but  does  not  form  the  toxin. 

BELAPSINQ  FEVEB.     (Typhus  Becurrens;  Famine  Fever;  Spirillum 

Fever;  Seven-Day  Fever.) 

The  lesions  which  may  be  present  in  this  disease  are  not  distinctive. 
It  is  characterized,  apart  from  the  fever  and  associated  symptoms,  by 

^  For  a  critical  resumr  of  tetanus  and  it.s  treatment  with  tlie  antitoxic  serum,  with 
bibliopjraphy,  see  Mosuchatwilz,  Ann.  of  Sur^.,  vol.  xxxii.,  p.  210,  1900. 

'  For  ri'ftumf  of  characters  of  the  tetanus  bacillus  and  its  toxin  see  von  LingeUkeimi, 
KoUe  and  Wassenuaim's  "Handbuch  der  Mikroorganismen/'  Bd.  ii.,  p.  566. 
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the  presence  in  the  blood  at  certain  periods  of  a  spiral  organism  dis- 
covered by  Obermeier  in  1873.  Two  cases  occurring  in  this  country 
have  been  recently  reported  by  Carlisle.* 

The  Lesions  of  the  Disease. 

There  may  be  albuminous  degeneration  in  the  viscera,  leucocytosis, 
catarrhal  or  croupous  inflammation  of  the  mucous  membranes  of  the 
respiratory  and  digestive  organs,  ecchymoses  in  the  skin  and  in  the 
mucous  and  serous  membranes.  There  may  be  pneumonia  and  pleurisy, 
degeneration  of  the  cardiac  muscle,  hyperplasia  of  the  mesenteric  lymph- 
nodes. 

The  spleen  may  be  large  and  flabby,  this  change  being  so  extreme  that 
rupture  has  occurred  during  life:  it  may  also  be  the  seat  of  infarctions, 
and  these  have  given  rise  to  peritonitis. 

Characters  of  the  Spirochsote  Obermeieri. 

In  the  blood  of  all  parts  of  the  body  during  th(»  febrile  attacks  may  be  found,  in 
veiy  large  numbers,  a  long,  slender  spirillum  called  from  its  discoverer  Spirochfrte  Ober- 
meieri (Fig.  172).  The  oni^nisms  disappear  from  the  blood  during  the  afebrile  inte^^•als. 
and  it  has  been  shown  that  at  this  time  they  accumulate  in  the  spleen,  where  they  are 
destxx>yed  in  large  numbers,  apparently  through  the 
action  of  phagocytic  cells.  The  organism  is  from  14 
to  40  /<  in  length,  and  performs  rapid,  undulating 
nio\Tments. 


The;  inoculation  of  healthy  men   and  of 
monkeys  with   the  blood  of  relapsing-fever 
patients  which  contains  the  organism  induces 
a  similar  disease.     Norris  and  Pappenheimer         j.^^^  172- spirocii.^tk 
have  made  successful  inoculations  of  white  ohkicmkikri. 

rats  with  a  spirocha^te  believed  to  be  of  this 

species.'  Pure  cultures  have  not  as  yet  been  made  of  these  organisms, 
but  for  the  reasons  indicated,  and  since  the  organism  has  never  been 
found  except  in  connection  with  the  disease,  there  is  every  reason  for  be- 
lieving that  the  Spirochapte  Obermeieri  is  the  excitant  of  relapsing  fever.' 

Other  SpirochsBte  Infections. 

Theie  have  been  numerous  ob8er\'ations  of  infective  processes  in  the  lower  animals 
aasDciated  with  spirochsetes,  and  in  the  mouth  and  intestines  and  about  the  external 
genital  organs  and  elsewhere  in  man,  and  in  the  gastn>-inte8t!nal  canal  of  lower  animals 
oiiganiflms  of  this  group  have  been  found.  The  significance  of  these  cannot  be  con- 
sidered here. 

The  spirochete  has  been  considen^d  by  Schaudinn  and  others  not  to  l^e  a  bac- 
terium, but  to  belong  among  the  protozoa.     This  view  is  not  concurred  in  by  Nov}\^ 

'  CariiMe,  Jour.  Inf.  Dis.,  vol.  iii.,  p.  23.3,  1906.    * 

'  Norris  and  Pappertheimer,  3o\it.  Inf.  Dis.,  vol.  iii..  p.  260.  10()6. 

•  See  for  r^»um/,  Sovy  and  Knapp,  Jour.  Inf.  l)i.s.,  vol.  iii.,  p.  2?)1,  1906;  also  WladimirofJ 
in  Koile  and  Waasermann's  "Haadbuch  der  Mikroorganisnien."  lid.  iii.,  p.  7.5,  1903.  bibl. 

*  Sovy  and  Knapp,  ref.  above. 
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Malta  Fever. 

This  disease,  which  has  been  most  frequently  observed  along  the  shores  of  the 
Mediterranean  and  in  India,  is  characterized  by  prolonged  pyrexia  with  irregular 
remissions.  In  the  rather  rare  fatal  cases  there  may  be  considerable  enlaigement  of 
the  spleen,  albuminous  degeneration  in  the  liver  and  kidneys.  Acute  nephritis  may 
occur. 

It  is  said  that  there  are  constantly  present  in  the  spleen  in  this  disease  small 
cocci  stained  by  Gram,  readily  cultivated  on  artificial  media.  The  result  of  inocula- 
tions of  pure  culture  into  monkeys  and  other  animals  tends  to  confirm  the  pathogenic 
significance  of  the  organism,  which  has  l>een  called  Micrococcus  melUensis.^ 

BUBONIC   PLAOUE.     (Oriental  Plague;  Black  Death.) 

Types  of  the  Disease. — This  disease  presents  three  main  types — the 
bubonic,  pulmonary,  and  septiciemic. 

The  most  common  is  the  bubonic,  which  is  characterized  by  an  intense 
inflammatory  hyperplasia  of  the  lymph-nodes,  most  frequently  the 
inguinal  or  axillary.  The  surrounding  tissue  may  be  involved;  haem- 
orrhage, necrosis,  or  suppuration  in  the  nodes  may  occur.  Coincident 
with  these  local  reactions  there  may  be  albuminous  degeneration,  focal 
necrosis,  and  leucocytosis  from  toxaemia,  or  secondary  foci  of  inflamma- 
tion in  the  spleen  or  lungs  or  liver.  A  second  type  of  the  infection  is  the 
pulmonary^  in  which  larger  or  smaller  areas  of  the  lungs  are  involved  in 
broncho-pneumonia  with  associated  secondary  involvement  of  the 
bronchial  lymph-nodes.  In  the  septiccpmic  type  of  bubonic  plague 
there  may  be  a  general  involvement  of  the  lymph-nodes  and  -nodules  of 
the  body  with  the  marks  of  toxaemia,  without  an  indication  of  the  point 
of  primary  infection.^ 

In  all  these  various  phases  of  the  disease  the  plague  bacillus  may  be 
present  often  in  enormous  numbers  in  the  primary  buboes  and  in  the 
secondary  lesions  and  in  the  viscera;  in  the  consolidated  areas  and  in 
the  sputum  in  the  pulmonary  type,  and  in  the  septicsemic  phases  in 
the  blood. 

Characters  of  the  Plague  Bacillus. 


The  plague  bacillus  was  discovered  in  1894  by  Kitasato  and  Yerein,  and  its  r6le 
the  excitant  of  the  disease  was  soon  established.  It  is  a  short,  thick,  motile,  round- 
ended  bacillus,  often  staining  more  deeply  at  the  ends  than  in  the  middle.  It  some- 
times grow^s  in  chains  and  may  l>e  capsulated.  not  forming  s[x>res;  it  is  decolorised  by 
Gram*s  method.  It  grows  readily  though  not  voluminously  on  the  ordinaiy  culture 
media  at  blood  heat.'  This  organism  is  killed  by  drying  for  a  few  days  and  by  ex- 
posure to  sunlight  for  a  few  hours.  Subcutaneous  inoculation  in  guinea-pigs  and 
rabbits  is  followed  by  local  ha^morrhagic  and  serous  inflammation  with  typical  involve- 
ment of  the  regional  lymph-nodes  and  by  septicaemia.  Death  may  follow  in  from  one 
to  five  or  six  days,  with  albuminous  degeneration  of  the  viscera,  hyperplasia  of  the 
spleen,  and  petechial  haemorrhages. 

Portals  of  Entry. — The  chief  portals  of  entry  in  man  are  abrasions 

*  Consult  Birt  and  Lamb,  Lancet,  lf*99,  ii.,  p.  701.  bibl. 

'  For  a  rt'sum*  of  lesions  of  plague  see  Flexncr,  Trans.  Assn.  Am.  Phya.,  vol.  zvi.,  p. 
481,  1001. 

'Sec  article  by  Diextdimne  in  Kolle  and  Wassermann's  "Handbuch  der  Ifikioorigaii- 
ismcn,"  Bd.  ii.,  p.  475. 
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or  wounds  of  the  skin,  the  iungs,  and  the  intestines.  The  spread  of  the 
infectious  material  in  overcrowded  and  unsanitary  districts  may  readily 
take  place  by  rats,  which  are  ver^"^  susceptible  to  the  disease  and  may 
be  infected  by  feeding.  Through  mosquitoes  and  flies  also  the  bacilli 
may  be  conveyed  from  man  to  man  or  from  dead  rats  or  their  dejecta 
to  man.^ 

Preventive  Inoculation  has  been  largely  practised  in  the  East  by  the 
Haffkine  method.  This  consists  in  the  subcutaneous  injection  of  beef- 
tea  cultures  of  the  plague  bacillus,  which  have  been  killed  V>y  heating. 
Moderate  local  inflammatory  reaction  and  slight  fever  may  follow  the 
injection.  The  statistics  seem  to  indicate  that  among  exposed  persons 
the  mortality  may  be  considerably  reduced  by  this  preventive  inocu- 
lation.' 

An  anti-plague  serum,  prepared  by  the  immunization  of  horses,  has 
been  used  by  Yersin  with  at  least  promising  results.' 

H2M0BBHAGI0  SEPTIOiEMIA. 

There  are  8e\'eral  bacilli  which  may  l)e  classed,  as  is  done  by  Hueppe,  Kruse,  and 
others,  with  the  plague  bacillus  under  the  designation,  the  hanwrrhagic  scpti^amia 
group.  These  are  mostly  small,  short,  sporeless  forms  growing  readily  on  the  ordinary 
media  as  facultati\'e  anaerobes,  not  fluidifying  gelatin  and  decolorizing  by  Gram. 
Some  of  these  are  motile,  others  not.  Among  these  may  l>e  mentioned  the  bacillus 
of  mouse  typhus  (B.  typhi  murium),  the  bacillus  of  hog  cholera  (B.  suipestifer),  the 
bacillus  of  chicken  cholera  (B.  choleras  gallinarum),  the  bacillus  of  swine  plague  (B. 
suisepticus).  Se\'cral  species  related  to  these  and  to  the  plague  bacillus  are  patho- 
genic in  man;  thus  the  B,  hoemorrhagicus  septicus  of  BalH>s,  the  B.  hwmorrhagicua  of 
Kolb,  the  B.  hatmorrhagicus  relenoaus  of  Tizzoni  and  Oiovanni. 

The  recognition  of  these  and  related  species  may  1h»  of  esfx^cial  significance  in  con- 
nection with  the  diagnosis  of  bubonic  plague  by  cultun^s  and  animal  inoculations.^ 

Bacillus    Ai-:ROGENES    Capsulatus    (Bacillus    Welchii,    Gas 

Bacillus). 

This  bacillus  was  described  in  1891-92  bv  Welch  and  Nuttall.  Later 
studies  of  Welch  and  Flexner  and  many  others  have  confirmed  the  orig- 
inal belief  that  the  bacillus  is  a  frequent  excitant  in  man  of  a  serious 
infectious  disease,  characterized  by  a  local  widespread  serous  and 
emphysematous  phlegmonous  inflammation,  frequently  associated  with 
gangrene  and  general  symptoms  of  a  profound  toxaemia. 

The  Bacillus  aerogenes  is  rather  large,  on  certain  media  spore-form- 
ing, is  often  encapsulated,  and  occasionally  forms  chains.  It  retains  the 
stain  by  Gram's  method.  It  is  anaerobic,  growing  readily  in  a  variety 
of  artificial  culture  media. 

Rabbits  are  not  susceptible  to  even  large  intravenous  injections  of 

*  On  inaects  aa  plague-camera  see  Herzt)g,Aui.  Jour.  MchL  Sci,,  vol.  cxxix.,  p.  .S(>4,  1905. 
'  For  flummary  of  reHult  of  the  Haffkine  iiiethocl  »«»<»  Forsffth,  Lancet,  vol.  ii..  \i.  1640, 

1903:  also  Slaughifr,  Johns  Hopkins  Hasp.  Bull.,  vol.  xiv.,  19<)3,  p.  307. 

'Critical  summary  and  bibl.,  Nettrr,  Areh.  tie  m<5d.  exp..  t.  xii.,  p.  80,  19()(). 

*  For  studies  on  various  forms  of  hai'morrhagic  infection  .hoc  H/iIh-m,  Vcrh.  d.  doutHclien 
path.  Geflellsch.,  Bd.  ii.,  p.  262,  1900;  also  Kitt.  KoHe  and  WasscTmann's  "Hundbuchder 
Mikroorganismen/'  Bd.  ii.,  p.  559. 
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pure  cultures.  But  if  they  be  killed  soon  after  such  inoculation,  within 
a  few  hours,  at  room  temperatures,  an  abundant  development  of  gas 
occurs  throughout  the  body.  On  the  other  hand,  the  subcutaneous 
injection  of  a  very  small  quantity  of  the  fresh  cedematous  exudate  is 
followed  by  the  typical  local  and  general  marks  of  infection.  Guinea- 
pigs  are  more  susceptible  than  rablnts  to  inoculation,  either  with  cultures 
or  fresh  material,  and  develop  characteristic  lesions. 

While  infection  may  occur  without  gas,  in  most  cases  before  death 
and  especially  after,  there  is  an  abundant  formation  of  gas  in  the  tissues. 
This  is  largely  hydrogen  formed  through  the  spHtting  by  the  bacillus 
or  either  sugar  or  proteids.  While  the  gas  may  be  present  in  any  of 
the  tissues,  in  the  body  cavities,  and  in  the  blood-vessels,  it  is  especially 
in  the  liver  after  death  that  the  marks  of  ga5  accumulation  are  most 
striking.  This  organ  may  be  riddled  with  small  holes,  presenting  an 
appearance  which  has  been  characterized  as  **  foamy  liver  '*  (Fig.  455, 
p.  688. 

Infection  may  occur  through  wounds  or  injuries  in  any  part  of  the 
body.  It  has  l)oen  frequently  observed  in  pregnant  and  puerperal 
women. ^  Ulcers  of  the  stomach  and  intestine,  or  of  the  urinary  tract  may 
be  portals  of  entry.  One  of  the  more  common  forms  of  local  infection 
is  the  so-called  gaseous  phlegmon  or  emphysematous  gangrene.  Pul- 
monary and  pleural  lesions,  appendicitis,  and  peritonitis  are  described, 
as  well  as  gaseous  abscesses  and  purulent  meningitis.  While  the  usual 
action  upon  the  tissues  is  the  induction  of  bloody  oedema  and  necrosis, 
this  bacillus  is  also  occasionally  pyogenic. 

The  natural  habitats  of  the  organism  are  the  soil  and  the  intestinal 
canal.  This  accounts  for  the  relative  frequency  of  infection  through  the 
intestinal  and  genito-urinary  tracts  and  through  wounds  contaminated 
with  dirt. 

Infection,  especially  from  the  intestinal  canal,  may  apparently  occur 
during  the  later  hours  of  life,  with  or  without  symptoms  and  with  a 
post-mortem  formation  of  gas.  It  is  often  difficult  to  determine,  since 
gas  formation  occurs  so  early  and  so  extensively  after  death,  whether  the 
entrance  has  or  has  not  been  effected  during  life.  It  seems  fair  to  infer, 
as  the  result  of  animal  experiments,  that  when  the  gas  formation,  even 
after  death,  is  widespread,  ante-mortem  infection  has  occurred. 

Concurrent  infection  with  other  organisms,  especially  the  pyogenic 
cocci,  is  frequent. 

Welch  and  Nuttall  early  called  attention  to  the  importance  of  recog- 
nizing the  possibility  of  infection  with  this  bacillus  in  judging  of  a  cer- 
tain class  of  cases  of  alleged  air  embolism. 

It  is  probable  that  the  Bacillus  aerogenes  capsulatus  is  identical  with 
forms  which  have  been  described  under  various  names  in  connection  with 
cases  of  gaseous  phlegmon,  or  so-called  malignant  oedema.' 

*  For  a  study  of  B.  capsulatus  in  puoriXTal  infc?ctions  see  LittU,  Johns  Hopkins  Hosp. 
Bull.,  vol.  xvi..  p.  136,  1905. 

'  For  an  excellent  critical  rcsunu'  of  this  subject,  with  bibliorraphy,  see  Wtleh,  Johns 
Hopkins  Ho.sp.  Bull.,  vol.  xi.,  p.  185.  19(M):  also  Ghon  and  Sach9,  CbL  £.  Bftk.,  Abth.  I.,  Orig. 
Bd.  XXXV.,  p.  665;    Bd.  xxx\-i.,  p.  1,  1904. 
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Bacillus  (Edematis  Maligni. 

The  bacillus  of  malignant  cedema,  which  is  frequently  present  in  dust,  in  putrefy- 
ing substances,  and  in  soil,  considerably  resembles  the  Bacillus  a^rogenes  capsulatus 
both  in  its  morphological  and  biological  characters.  It  is,  however,  more  slender,  and 
more  apt  to  form  threads;  spore  fonnation  occurs  readily  in  the  ordinary  media.  It 
decolorises  partially  by  Gram's  method.  Other  differential  characters  are  to  be  made 
out  in  cultures.  It  is  an  excitant  of  hemorrhagic  cedema  in  animals,  but  with  slight 
if  any  development  of  gas. 

Other  Bacteria  which  May  Induce  Hssmorrhagic  Septicssmia. 

Nearly  related  to  the  Bacillus  a^rogenes  capsulatus  and  to  the  bacillus  of  malignant 
opdtma  are  several  other  spore-forming  anaerobic  bacilli  occurring  especially  in  the 
earth,  in  excrement,  and  in  various  rotting  substances.  Some  of  these  appear  to  be  of 
pathogenic  significance  in  the  lower  animals  under  both  natural  and  experimental  con- 
ditions. 

Thus  the  Quarter-evil  (Rauschbrand ;  charbon  symptomatique),  especially  in 
Europe,  is  a  serious  infectious  disease  of  sheep,  goats,  and  cattle.  At  the  seat  of 
infection,  often  in  the  legs,  there  is  a  ha^morrhagic  cedema  with  gas  formation,  the  in- 
voh'ed  region  often  becoming  much  swollen  and  black  in  color  ("black  leg'').  The 
bacillus  which  is  the  excitant  of  this  disease  is  known,  and  preventive  inoculation  has 
been  practised. 

Howard  has  described  a  group  of  cases  of  hemorrhagic  scpticcemia  characterized  by 
hsnnorrhages  into  the  skin,  serous  membranes,  and  \'iscera,  in  which  capsulated  bacilli 
apparently  related  to  the  above-described  bacillus  of  Friedlander  (p.  211)  have 
been  found.  For  the  details  of  these  cases  and  their  relationship  to  other  forms  of 
Bepticsmia  we  refer  to  the  original  paper.  ^ 

HTDBOPHOBIA.    (Babies.) 

Morphology  op  the  Lesions. 

This  is  an  infectious  disease  occurring  most  frequently  in  the  car- 
nivora,  and  especially  common  in  dogs  and  wolves  and  usually  com- 
municated to  man  by  bites  of  the  rabid  animals. 

The  lesions  are  not  constant  nor  are  they  characteristic.  Though 
well  marked  in  some  cases,  in  others  they  are  but  very  slightly  developed. 
Changes,  when  present,  are  apt  to  be  most  pronounced  in  the  medulla 
oblongata  and  pons,  but  they  may  be  present  in  the  spinal  cord.  They 
consist  of  small  hsemorrhages,  accumulation  of  leucocytes  in  the  peri- 
vascular lymph  spaces  about  the  blood-vessels  (Fi^.  173)  and  around 
the  ganglion  cells,  of  thrombi  in  the  smaller  blood-vessels,  and  finally  of 
chromatolysis  of  the  ganglion  cells.^ 

Changes  have  been  described  in  the  intervertebral  ganglia  and  in 
the  plexiform  ganglia  of  the  pneumogastric  nerve,  which,  although  not 
limited  to  rabies,  are  yet  so  frequently  present  as  to  be  apparently  of 
value  in  diagnosis.  The  lesions  consist  in  degeneration  or  atrophy  or 
destruction  of  the  ganglion  cells  with  a  proliferation  of  the  endothelial 
cells  lining  the  capsule.' 

^Howard,  Jour,  of    Exp.  Med.,  vol.    iv.,  p.  149,  1899;    see    also   Blumer  and   I^ird, 
Johns  Hopkins  Hoop.  Bull.,  vol,  xiL,  1901,  p.  45. 
^  Bailey,  Jour.  Exp.  Med.,  vol.  v.,  p.  r>81.  1*M)1. 
*  See  Ravtnd  and  McCarthy ^  University  Mtil.  Mag.,  vol.  xiii.,  p.  766,  1901. 
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Animal  Inoculations. 

Since  the  infective  agent  of  rabies  is  present  in  the  central  i 
system  of  victims  of  the  disease,  this  material,  i.e.,  brain  and  spinal-cord 
tissue,  especially  from  the  cord,  is  used  in  experimental  work.  This 
is  called  the  "  virus  "  of  rabies.  Rabbits  and  guinea-pigs,  as  Ttell  as 
various  other  animals,  are  susceptible  to  subdural  injections,  after  tre- 
phining, of  a  small  amount  of  emulsion  of  the  infective  nerve  tissue. 
After  an  incubation  period  varying  in  different  animals,  these  succumb 
with  charaeteristif  symptoms  and  lesions.' 

Thk  Excitant  ok  thk  Diskask. 

The  infective  agent  appears  to  l>e  carried  especially  along  the  nervea 
from  the  point  of  inoculation  to  the  central  nervous  system,  where  it 
seems  to  develop.  It  is  not  present  in  considerable  quantity  in  either 
blood  or  lymph. 

It  is  known  that  the  infective  agent  is  in  the  saliva  and  salivary 
glands  of  rabid  animals,  and  that  it  may  be  present  in  the  saliva  of  the 


Fio.   173. — HroROPHoeiA,  Tranbveiwe  Section  of  Small   Blooij-Vw 

Spi.val  Curd. 
Showing  a(-<'iiC]iuliilion  of  lc-uracyt?s  uid  proliferation  of  ronneclive-liiaue  cells  in  the 

dog  from  three  to  five  days  before  the  symptoms  of  the  disease  appear. 
It  seems  to  be  especially  concentrated  in  the  central  nervous  system.  It 
is  readily  rendered  inert  bj'  corrosive  sublimate  and  other  germicides. 
It  re.sista  cold  even  to  —20°  C.  but  loses  virulence  after  one  hour's  ex- 
posure to  50°  C,     It  is  preserved  for  some  time  in  glycerin, 

■  Ft*  turtiier  data  s<*  ppitom?  in  KoUe  and  Httich,  "  Baktcriologie,"  1006. 
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It  has  been  found  that  the  rabic  virus  may  pass  the  pores  of  an  un- 
glazed  porcelain  filter  not  pervious  to  orthnary  bacteria,  so  that  some 
form  or  developmental  phase  of  the  organism  must  be  extremely  minute. 

ITegri  Bodies. — In  1903  Netiri  announced  that  he  had  seen  in  sections 
of  the  central  nervous  system  of  rabic  animals  within  the  ganglion 
cells,  rounded  bodies  from  1  ,u  to  23  /i  long,  containing  vacuoles  and 
granules  often  grouped  around  a  larger  central  structure.     These  bodies 


^%,^® 


Fi<j.  1T4.~~Nl:uki  l<(ii>i>;a. 
Id  Bmran  from  .\miQon'a  Hum  iif  liable  I>ok. 

he  regarded  as  parasites  belonging  among  the  protozoa  and  believed 
them  to  be  the  specific  inciting  factors  in  hydrophobia.  These  intra- 
cellular structures,  now  called  "  Negri  bodies,  "  have  been  the  object  of 
many  careful  researches,  and  the  observations  of  Negri  have  been  in 
general  confirmed  and  extended. 

The  "  Negri  bodies  "  are,  as  a  rule,  most  abundant  in  the  large 
ganglion  cells  of  the  Hippocampus  major  (Ammi)n'3  horn),  but  occur 
in  ganglion  cells  of  the  cerebral  cortex  and  elsewhere.  They  are  readily 
Rtained  and  appear  to  consist  of  a  rounded  or  oval,  homcigenenuM  base- 
ment substance  containing  a  central  body  surnmnded  by  variously 
shaped  granules  (Fig.  174).  They  occupy  central  ()r  peripheral  posi- 
tions in  the  ganglion  cell  and  vary  greatly  in  number  in  different  eases 
of  rabies. 

Similar  cell  inclusions  have  been  found  in  animals  inoculated  with 
"  fixed  virus  "  (see  below),  but  they  are  smaller  and  moi-e  difficult  of 
detection  than  in  street  rabies  and  in  animals  inoculated  with  the  sti-eet- 
rabies  virus.  Negri  bodies  have  been  foun<l  in  nearly  all  cases  of  street 
rabies  examined  for  them,  and  in  no  infective  or  other  disease  than 
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rubies.  Their  constancy  in  street  rabies  has  led  workers  in  this  field 
to  regard  them  as  of  the  utmost  diagnostic  value.  While  their  nature  is 
not  yet  definitely  established,  their  morphology'  and  staining  qualities 
seem  to  be  consistent  with  the  assumption  of  their  protozoan  character. 
Their  uniform  presence  in  street  rabies  and  the  frequent  presence  of 
smaller  similar  structures  in  fixed  virus  and  in  animals  inoculated  with 
this,  together  with  their  absence  in  diseases  other  than  rabies,  seems  to 
justify  the  tentative  assumption  of  a  specific  etiological  relationship  to 
hydrophobia.* 

Preparation  and  Staining^  of  '^Ne^i  Bodies." 

While  the  earlier  studies  were  made  on  sections.  Williams  and  Ix)wden  *  have 
shown  that  in  stained  smears  of  the  nerve  tissue  made  upon  slides,  which  is  much  sim- 
pler than  sectioning,  the  *'  bodies"  are  more  clearly  demonstrated,  and  that  this  method 
for  diiignostic  and  other  purposes  is  to  be  preferred.  The  technique  of  making  and 
staining  smears  a§  devised  by  Williams  and  Lowden  is  in  outline  as  follows: 

On  a  clean  slid  »  a  small  bit  of  the  gray  matter  is  placed,  and  a  cover-glass  is  lightly 
pressed  upon  it,  spn^ading  it  into  a  thin  layer,  then  moved  along  the  slide,  lea\'ing  a 
uniform  thin  smear  of  the  substance.     The  smears  are  dried  in  the  air. 

Staining  may  be  done  by  the  Giemsa  solution  (p.  985)  or  by  the  eoein  methyl- 
ene-blue  stain  of  Mallorj'.     The  latter  is  effected  as  follows: 

Fix  smears  in  Zenker's  fluid  for  one-half  hour;  rinse  and  place  in  iodinized,  ninety- 
five-per-cent  alcohol  for  fifteen  minutes;  in  ninety-five-per-cent  alcohol  and  absolute 
alcohol,  successively,  one-half  hour  each;  a<)ueous  eosin  solution,  twenty  minutes; 
rinse  in  water;  place  in  Unna's  alkalin^  methylene-blue  solution  (methylene  blue,  1; 
carbonate  of  potiish,  1;  water,  1()0)  diluted  1-5  or  1-10  for  fifteen  minutes;  differ- 
entiate in  ninety-five-per-cent  alcohol  from  one  to  five  minutes;  dry  with  filter  paper; 
balsam.  By  this  method  the  cytoplasm  of  the  Negri  bodies  is  magenta  in  color,  the 
central  bodies  and  associated  granules  dark  blue,  the  ganglion  cell  body  light,  and 
its  nucleus  a  darker  blue.'  The  red  blood  cells  are  a  brilliant  eosin  pink.  Frothingham 
recommends  pn^ssing  small  disks  of  the  gray  matter  upon  slides  and  at  once  raising 
them,  leaving  *'imprt»8sions"  containing  the  ganglion  cells.  These  are  stained  with 
Unna  methylene  blue  and  eosin.' 

Prevkxtivk  Inoculatiox. 

Notwithstanding  his  total  ignorance  of  the  micro-organisms  concerned 
in  inciting  hydrophobia,  his  genius  in  wise  experiment  enabled  Pasteur 
to  establish  a  method  for  artificial  immunization  against  the  disease 
which  has  proved  mo«t  beneficent. 

He  first  obtained  a  virus  of  high  and  definite  intensity.  This  was 
accomplished  by  a  series  of  inoculations  beneath  the  dura  mater  in 
rabbits  of  portions  of  the  spinal  cords  of  rabid  animals.  This  was  called 
**  virus  /ixc  " — fixed  virus.  It  was  found  that  by  drying  in  the  air, 
spinal  cords  of  rabbits  having  definite  and  high  virulence — fixed  virus 
— with    due    protection    against    aerial    contamination,    the    virulence 

For  an  excellent  rraumr  an<l  study  of  "Negri  bodies"  with  bibliography  see  WiUiama 
and  Lituficn,  Jour.  Inf.  I>is.,  vol.  iii.,  p.  452,  1906. 

^  Ibid.,  p.  459. 

'  For  the  details  of  the  GienriHa  staining  and  a  new  and  promising  stain  for  Negri  bodies 
suggested  by  Van  Gieson,  see  Williams  and  Lou'dcn,  Jour.  Inf.  Dis.,  vol.  iii.,  p.  4dO,  and 
foot-note  p.  401,  1906. 

*  See  Frothingham,  "The  Rapid  Diagnosis  of  Rabies,"  Jour.  Med.  Res.,  vol.  xiv.,  p.  471, 
1906. 
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diminished  day  by  day.  With  virus  thus  obtained  of  virulence  ranging 
from  that  which  is  practically  inert  to  that  of  the  utmost  potency,  it 
has  l)een  found  possible,  by  subcutaneous  injections,  safely  to  accustom 
both  animals  and  men  to  the  presence  of  amounts  of  hydrophobia  virus 
contained  in  the  spinal-cord  emulsion,  which  under  ordinary  conditions 
would  prove  speedily  fatal.  In  other  words,  it  has  been  found  possible 
to  confer  artificial  immunity  against  the  disease. 

This  process  occupies  several  days,  and  immunization  must  be  com- 
pleted l>efore  the  disease  has  begun  to  manifest  itself:  but  as  the  incu- 
bation p)eriod  in  hydrophobia  is  fortunately  a  long  one — the  average 
is  alx>ut  forty  days — it  has  been  possible,  in  a  large  and  increasing 
number  of  cases,  to  save  the  lives  of  persons  bitten  by  rabid  animals.* 

This  work  is  now  done  in  laboratories  maintained  for  the  purpose 
and  requires  care  and  experience  in  the  preparation  of  the  virus  as  well 
as  in  diagnosis. 

Diagnosis. 

In  view  of  the  importance  of  diagnosis  in  animal.s  which  have  died 
or  have  been  killed  under  suspicion  of  rabies,  the  brain,  spinal  cord, 
medulla,  and  ganglia  should  be  saved. 

The  presence  of  Negri  bodies  is  believed  to  be  diagnostic  for  rabies, 
so  that  these  should  be  sought  for  in  the  fresh  tissue  by  the  methods 
indicated  above.  But  considerable  experience  is  required  for  this  work. 

The  examination  of  the  plexiform  and  other  ganglia,  and  of  the 
perivascular  tissue  and  ganglion  cells  in  hardened  tissue  for  possible 
changes,  may  \ye  useful  in  cases  of  doubt,  though  not  in  themselves 
positively  diagnostic.  Finally,  it  may  be  necessary  to  have  recourse 
to  the  so-called  biological  test  by  the  subdural  inoculation  of  suscep- 
tible animals  with  fresh  material  from  the  medulla  of  the  suspect.  Por- 
tions of  the  fresh  medulla  in  waterv  emulsion  are  inoculated  beneath  the 
dura  mater  of  three  healthy  rabbits  or  guinea-pigs,  and  the  develop- 
ment of  rabic  paralysis  and  other  symptoms  awaited.  This  operation 
for  diagnostic  purposes  should  be  done  only  by  one  experienced  in  this 
subject.' 

It  is  always  wise  not  to  kill  animals  suspected  of  rabies,  but  to  keep 
them  under  o])servation  in  confinement.  Rabies  being  always  fatal, 
recovery  from  a  suspicious  disease  excludes  it.  so  that  further  pro- 
tective measures  mav  l)e  clearlv  unnecessarv.     On  the  other  hand,  tlie 

V  ft'  » 

carefully  observed  symptoms  of  a  suspected  animal  may  even  in  the 
event  of  a  fatal  termination  afford  valuable  evidence.  If  the  laboratory 
for  diagnosis  be  accessible,  it  is  well,  if  the  suspected  animal  should  die 
or  l>e  killed,  to  send  the  whole  animal  or  the  head  cut  off  low  down, 
packed  in  ice.  Cold  does  not  rapidly  diminish  the  virulence  of  the 
rabic  virus.  If  the  material  is  to  be  transmitted  for  a  lonjr  distance, 
after  the  preparation  of  smears  if  possible  from  the  gray  matter  of 

*  Sec,  for  detaib*  of  prrventive  inoculation"*.  Park,  "  l'athoK<*ni<'  Bact<'ria."  lOOo.  p.  XiO. 
'  For  further  details  of  iliagnosis  Bn.»e  rcf.  to  \\'illin/nj<  and  Lowfirn.  p.  284;  Froth imfharn 
p.  284;  and  Park'9  "Bacteriology." 
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Amnion's  horn,  the  brain  of  the  animal  with  the  medulla,  carefully 
removed  to  avoid  contamination,  may  be  sent  in  a  sterilized  bottle  con- 
taining a  mixture  of  equal  parts  of  glycerin  and  water,  which  has  been 
sterilized  by  boiling  and  cooled.* 

It  has  been  found  that  by  the  cauterization  of  the  wounds,  made  by 
rabid  animals,  with  fuming  nitric  acid,  the  infective  agent  may  be 
destroyed  even  after  the  lapse  of  several  hours. 

TYPHUS  FEVER.    (Hospital  Fever;  Spotted  Fever;  Jail  Fever;  Ship 

Fever,  etc.) 

This  highly  contagious,  infectious  disease  has  not,  so  far  as  we  know, 
any  characteristic  lesion  save  the  petechial  skin  eruption;  but  after 
death  the  body  may  present  lesions  common  to  many  of  the  infectious 
diseases. 

The  body  has  a  tendency  to  rapid  putrefaction,  and  the  blood  is  often 
darker  and  more  fluid  than  is  usual  in  other  diseases. 

The  voluntary  fnuscles  may  be  the  seat  of  waxy  and  albuminous  de- 
generation. The  brain  and  its  membranes  may  be  congested;  the 
mucous  membrane  of  the  pharynx  and  larynx  may  be  the  seat  of  catarrhal 
or  croupous  inflammation.  There  may  l)e  bronchitis,  broncho-pneu- 
monia, or  hypostatic  congestion  of  the  lungs.  The  walls  of  the  heart 
mav  be  soft  and  flabbv. 

The  agminatcd  nodules  of  the  ileum,  and  the  mesenteric  nodes  may  be 
swollen.  The  spleen  is  often  large  and  soft  from  hyperplasia.  The 
kidneys  and  liver  are  frequently  large  and  pale,  and  the  seat  of  albuminous 
degeneration.  The  nature  of  the  infective  agent  in  typhus  is  unknown. 
Several  observers  have  recorded  the  finding  of  micro-organisms  of  one 
kind  or  another  in  the  body  during  life  and  after  death,  but  proof  that 
any  of  these  are  excitants  of  the  disease  has  not  yet  been  furnished. 

yellow  feveb. 

Lesions  of  the  Disease. 

This  infectious  disease  is  without  characteristic  lesions  save  for  the 
haemorrhages  and  pigmentation  in  the  skin.  Such  other  lesions  as  com- 
monly exist  are  those  common  to  toxaemia.  The  following  conditions 
are,  however,  frequently  present  after  death: 

Rigor  mortis  is  marked  and  occurs  early. 

The  brain  and  its  meninges  are  usually  congested.  The  skin  is  of  a 
yellow  color  from  tlie  presence  of  the  bile  pigment,  and  may  be  mottled 
by  ecchymoses.  Ecchymoses  are  frequent  in  the  mucous  and  serous 
membranes. 

The  heart  is  of  a  pale  or  brownish-yellow  color.  Its  muscular  fibres 
may  be  the  seat  of  fatty  degeneration.     The  lungs  may  be  congested. 

The  stomach  often  contains  a  characteristic  dark  fluid,  due  to  altered 

*  For  an  cwtimato  of  the  frecjuency  of  rabies  in  the  IJnite*!  States  see  Sainton,  16th  Ann. 
Rep.  I^ureau  of  Animal  Indu4«try,  190(),  p.  122. 
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blood  pigment,  similar  to  that  which  is  vomited  during  life — black 
vomit.  Its  mucous  membrane  may  be  congested,  softened,  and  is 
sometimes  eroded.  The  intestines  are  dark-colored,  often  distended 
with  gas,  and  sometimes  contain  blood.  The  liver  in  the  earlier  stages 
of  the  disease  may  be  intensely  congested.  More  frequently  it  con- 
tains but  little  blood,  is  of  a  light-yellow  color,  and  the  hepatic  cells 
show  the  changes  of  an  intense  albuminous  degeneration,  often  much 
more  marked  than  are  found  in  any  other  disease  except  acute  yellow 
atrophy  of  the  liver.  Areas  of  focal  necrosis  may  be  present.  The  gall- 
bladder is  apt  to  be  contracted. 

The  spleen  shows  no  marked  changes.  The  kidneys  present  an  in- 
tense albuminous  degeneration.  The  tubules  usually  contain  masses  of 
hyaline  material. 

The  Excitant  of  the  Disease. 

While  its  mode  of  occurrence  and  the  characters  of  its  symptoms  and 
lesions  indicate  that  yellow  fever  is  an  acute  infectious  disease,  none  of 
the  various  studies  which  have  been  made  upon  its  etiology  has  as  yet 
revealed  the  presence  of  any  micro-organism  which  can  be  confidently 
accepted  as  its  excitant.^ 

The  Mode  of  Infection. 

It  has  been  shown  by  Reed  and  his  colleagues,  Carroll  and  Agramonte, 
that  the  infectious  agent  in  yellow  fever  may  be  transmitted  by  the  sub- 
cutaneous injection  into  a  healthy  individual  of  a  small  quantity  of  blood 
drawn  from  a  patient  in  the  early  stage  of  the  disease.  It  has  further- 
more been  shown  by  repeated  and  abundantly  confirmed  experiments 
that  3'ellow  fever  mav  be  induced  in  a  non-immune  individual  bv  the 
bite  of  the  mosquito — Siegomyia — which  has  previously  bitten  a  patient 
in  an  early  stage  of  the  disease.  Practical  sanitary  procedures  l)ased 
upon  the  hypothesis  that  this  mosquito  acts  as  an  intermediate  host  in 
which  the  (unknown)  yellow-fever  parasite  passes  one  of  its  develop- 
mental cycles,  have  furnished  strong  evidence  that  it  is  through  the 
intervention  of  this  mosquito,  and  thus  only,  that  the  disease  is  con- 
veyed. For  it  has  been  possible,  by  the  prevention  of  access  of  this 
mosquito  to  yellow-fever  patients  through  the  use  of  netting  and  other 
precautionary  measures,  practically  to  suppress  the  disease  in  Havana, 
where  it  was  formerly  endemic,  and  to  stifle  epidemics  elsewhere.-     It 

'  The  various  studies  of  Sternberg,  who  isolated  a  baciUu.s  wliich  he  called  "Haeillus 
X,"  and  of  Sanarelli,  who  found  a  bacillus  wliich  he  named  Bacillus  ictrroides,  are  the;  most 
noteworthy  eariier  contributions  to  the  subject.  A  later  study  and  references  to  the  bibli- 
ofcraphy  of  this  subject  may  be  found  in  an  article  by  Reed  and  Carroll,  Jour.  Exp.  Med., 
vol.  v..'p.  215,  1900. 

'  For  a  summary  of  obserN'ations  relating  to  the  mosquito  as  an  intermediary'  liost  of 
the  infectious  organism  in  yellow  fever,  stn;  Ifced,  Carrftll,  HiulAffrntfumtf.  Pliila.  Med.  .lour., 
October  27th,  1900;  also  Jour.  Am.  Me<l.  Assn.,  vol.  xxxvi.,  p.  -431,  1901;  Amer.  Med., 
vol.  ii.,  p.  15,  1901;  GuUercM^  Amer.  Med.,  vol.  ii..  p.  SOO,  1901  :  Durham,  Thompson  Yates' 
Laboratories  Report,  vol.  iv.,  1901,  p.  485:  ffnd  ami  Carroll,  Amer.  Med.,  vol.  iii.,  p.  301, 
1902;  also  CamU,  Jour.  Am.  Med.  Assn.,  vol.  xl.,  p.  1429,  1903. 
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has  been  further  demonstrated  in  the  most  conclusive  way  that  the  in- 
fectious apent  in  yellow  fever  is  not  conveyed  directly  through  theair 
or  by  fomites.' 

VARIOLA.    <SmaUpox.) 

Smallpox  is  an  acute,  readily  communicable,  infectious  disease, 
especially  characterized  anatomically  by  an  inflammation  of  the  skin 
which  passes  through  a  series  of  more  or  less  distinctive  phases  of  papule, 
vesicle,  pustule,  with  a  final  drying  of  the  exudate  and  necrotic  tissue 
constituting  the  crust. 

Various  phases  of  the  exanthem  are  used  to  designate  forms  of  the 
disease. 

fJecondary  lesions  are  dilTuse  suppurative  inflammation  of  the  skin, 
conftestioii.  inflammation  and  ulceratiim  of  the  mucous  membranes, 
haemorrhages  in  variou.s  parts  of  the  body,  swelling  and  ulceration  of 
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the  lymphatic  tissues,  albuminous  degeneration  of  the  kidney,  liver,  and 
spleen,  and  leucocytosis. 

The  skin  lesion  shows  in  general  at  first  circumscribed  areas  of  in- 
flammation above  the  ends  of  the  papilla-,  with  the  development  of  a 
fluid-tilled  reticulum,  so  that  vesicles  more  or  less  umbilicated  are  formed 
(Fig.  175).  These  ai  first  contain  a  clear  fluid,  but  by  the  gathering  of 
pus  cells  the  fluid  Incomes  turbid  and  accumulates  to  form  a  pustule. 
Hand-in-hand  with  these  changes  the  papilla-  and  adjacent  layers  of  the 
porium  may  become  infiltrated  with  cells.  The  contents  of  the  pustules 
and  the  necrotic  tissue  above  drj-  and  form  the  crusts.  When  the 
changes  are  largely  confined  to  the  epidermis,  the  lesion  may  leave  no 
deformity.  But  if  the  changes  in  the  cutis  are  considerable,  cicatricial 
tissue  may  form,  leaving  scars.  The  association  of  local  hemorrhage 
with  the  alwvp  changes  gives  rise  to  the  ha-morrha^c  form  of  exan- 
them. 


r-'or  a  )>ri<-r  rff«mf  al  (tip  iva«>iuf 
nvcyBiHT  iif  the  infwtioiiM  agpiit  ii 
itc,  No.  10.  .luly.  1IMI2.  Bureau  of  I 
(IpMi'ripliun  of  till'  iTi<iH<|iii)i>  StPfcn 


r  llic  bplicf  tliBl  thp  moHquitn  is  the  k>1p  agent  in 
vpIIok  fever,  «*  Carter,  Bull,  of  the  Yellow  Fevri 
iblic  Health  and  Marine  Hospital  Senne*.  U.  8.  A. 
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Artificial  Immunization  ix  Smallpox. 

Smallpox  affords  one  of  the  most  striking  examples  of  positive  and 
prolonged  acquired  immunity  conferred  by  a  successfully  weathered 
attack  of  an  infectious  disease. 

In  the  early  days  attempts  were  made  to  mitigate  the  virulence  of 
smallpox  acquired  by  exposure  in  the  usual  ways  by  artificial  inoculation 
of  material — virus — taken  from  a  smallpox  pustule.  The  usually  rela- 
tivelv  mild  form  of  the  disease  induced  in  this  wav  also  conferred  immu- 
nity.  liut  the  individual  was  during  his  immunization  a  source  of 
danger  to  others.  The  great  discovery  of  Jenner  that  by  inoculation 
with  virus  from  cowpox  immunity  was  secured  against  smallpox,  need 
not  l)e  considered  in  detail  here.  The  immunity  secured  in  this  way, 
while  not  absolute,  is  usually  effective  and  involves  as  a  rule  but  slight 
indisposition.  By  re  vaccination  after  an  interval  of  a  few  years  practical 
protection  is  secured,  so  that  the  occurrence  of  smallpox  epidemics  to- 
day is  possible  only  through  neglect  of  simple  and  positive  protective 
measures. 

The  more  recent  view  of  the  immunitv  conferred  bv  vaccination 
against  smallpox  is  based  upon  the  demonstration  tliat  the  disease 
variola  in  man  and  the  disease  vaccinia  in  the  bovine  species  are  of 
the  same  nature  and  not  different,  as  was  formerlv  believed.  This 
has  been  established  by  numerous  inoculation  experiments.  The  disease 
in  the  cow  is  a  modified  form  of  the  human  disease.  The  effect  of  the 
passage  of  the  unknown  micro-organisms  through  the  insusceptible 
l>ovine — thus  runs  the  rationale  in  the  new  light — is  so  to  diminish  the 
virulence  of  the  germ  that  by  its  subsequent  inoculation  in  num  im- 
munity is  .<*ecured  without  the  profound  disturbance  which  infection 
with  a  germ  of  unmitigated  virulence  would  involve.* 

Thk  Excitant  of  Smallpox. 

Bacteria. — The  large  number  of  studies  wliich  have  l)een  made  of  the 
skin  lesions  of  smallpox  and  of  vaccine  lymph  have  shown  that  bacteria 
of  various  kinds  are  frequently  present.^  Streptococci  and  staphylo- 
roc<'i  are  especially  common  in  the  pustules  and  may  be  present  in  the 
blood  in  later  stages  of  severe  or  fatal  cases.'     It  is  probable  tliat  the 

*  Pn  diphtheria  the  perfection  of  tlio  pn)<"€»ss  of  artificiul  immunization  and  the  «'stjil>- 
lishnipiit  of  a  prccbieand  miceeHHful  nirutivc  method  un>  th«>  direct  results  of  a  )on^.  patient, 
lofpeal  rierieM  of  animal  experiments  with  a  <lefinite  end  in  view,  and  by  \\\v  n.se  of  the  ab- 
Milutely  identifieil  an<l  well-known  germ  which  induces  the  dis(>:ise.  On  the  other  hand, 
it  irt  not  a  little  eurious  that  in  nmaUpttx  and  in  hydrophobia  effective  methods  of  immuniza- 
tinn  Hlioiilrl  hfkve  been  perfected  witliout  pre<'is<«  knowlefipje  of  the  mi<'n> -organisms  which 
incite  the  iliseaMPH,  and  yet  by  procedures  which  though  somewhat  empirically  hit  ui>on, 
are  nevertheless  in  close  accord  with  tho^se  which  the  most  recent  stuches  on  immunity  in 
ipeneral  have  shown  to  be  effective.  Thus  in  both  sm:iII|)ox  and  hydropliobia  the  material 
ii.'4e<l  for  protective  inoculation  is  that  which  Iiils  b«K'n  artificially  n'duce<l  in  virulence; 
iu  the  one  case — smallpox — by  its  passage  through  the  body  of  a  relatively  insusceptible 
animal:   in  the  other — hydrophobia-  by  dr>*ing  in  the  air. 

'See  Huguenin,  Lubancli  and  Ostertag's  "Krgebnisse,"  .Jahrg.  iv..  p.  .3S7,  bibl. 

'See  refwrt  by  Euring,  Trans.  Assn.  -\m.  Phys..  vol.  xvii.,  1902,  p.  21.3;  also  I'rrhivH 
antl  Pay^  Jour.  Mcxl.  Res.,  vol.  x.,  1903,  p.  ISO. 
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pyogenic  cocci  are  of  great  importance  as  complicating  factors  in  the 
disease.  But  there  is  no  evidence  at  hand  that  these  or  anv  other  bac- 
teria  are  its  primary  excitants. 

Protozoa. — While  it  was  natural  that  the  most  painstaking  search 
should  be  made  for  bacteria  in  the  lesions  of  smallpox,  there  have  been 
from  the  first  many  obvious  reasons  for  the  conjecture  that  this  disease 
as  well  as  the  other  exanthemata  might  be  incited  by  organisms  of  a 
different  nature.  In  fact,  as  early  as  1S86  and  1887  bodies  were  found 
in  the  pustules  by  Van  der  Loeff  and  L.  Pfeiffer,  which  they  conjectured 
to  be  protozoa.  It  was  not  until  1892,  however,  when  Guarnieri  under- 
took a  series  of  noteworthy  experiments  in  animals,  that  the  nature  of 
the  suspected  structures  in  vaccine  lymph  became  clearer.  Guarnieri 
inoculated  vaccine  lymph  into  the  cornea  of  rabbits  and  noted  the 
appearance  after  a  few  days  in  increasing  numbers  in  the  epithelial 
cells  of  the  structures  which  had  been  previously  discovered  in  the  con- 
tents of  smallpox  pustules.  In  some  of  these  bodies  he  believed  that  he 
saw  amcrlK)id  movements.  These  bodies,  which  were  called  "  vaccine 
bodies,"  he  regarded  as  protozoa  and  named  the  t^pevies  Cytoryctcs  vaccirut.^ 

These  observations  of  Guarnieri  on  the  vaccine  lx)dies  found  in  the 
lesions  of  both  vaccinia  and  variola  were  confirmed  bv  Wasielewski  * 
and  manv  other  observers. 

The  vaccine  bodies  of  (iuarnieri  are  spheroidal,  oval,  or  irregular 
structures  from  1  /i  to  4  or  even  8  /*  in  diameter,  staining  readily 
with  various  dyes,  the  central  portion  giving  in  general  the  staining 
characters  of  nuclear  substance,  a  peripheral  zone  l>eing  sometimes 
differentiated  by  cytoplasmic  stains.  The  bodies  often  lie  close  upon 
the  border  of  the  nucleus  of  the  epithelial  cells,  sometimes  b'ing  in 
a  depression  of  the  nuclear  border.  They  may,  however,  lie  in  other 
parts  of  the  epithelial  cytoplasm.  They  are  frequently  surrounded  by 
a  clear  space,  which  may  become  of  considerable  size.  They  have 
not  been  found  in  the  nucleus. 

Hand-in-hand  with  the  incretise  of  these  bodies  there  are  progressive 
degenerative  processes  in  the  epithelium  of  the  inoculated  region,  with 
the  formation  of  various  structures  characteristic  of  the  degeneration 
of  protoplasm  under  a  great  variety  of  conditions. 

While  many  observers  following  Guarnieri  have  felt  justified,  largely 
on  morphological  evidence,  in  the  l^elief  that  the  vaccine  bodies  are  pro- 
tozoa, others  have  been  led  to  the  conclusion  that  many,  if  not  all,  the 
appearances  presented  can  be  accounted  for  by  protoplasmic  degen- 
erations induced  by  other  agencies.  Several  experimenters,  indeed, 
by  the  introduction  into  the  rabbit's  cornea  of  chemical  and  other  sub- 
stances not  at  all  related  to  the  vaccine  virus,  have  been  able  to  induce 
degenerative  protoplasmic  structures  resembling  the  vaccine  bodies.' 

*  This  name  was  given  becau.sc  the  bodies  fnxiupntly  lay  in  small  spaces  in  the  ceU  pro- 
toplasm, which  he  a.ssumed  to  have  btH»n  forme<l  by  the  deKtmctive  action  of  the  parm»ite. 

*  Consult  for  a  most  admirable  summar>'  of  tlie  subject,  w^ith  original  studiea,  photo- 
graphs, and  bibliography,  Wasiclrwski,  Zeitsrli.  f.  Hyg.,  Bd.  xxxxiii.,  1901,  p.  212. 

'See  Hnrkel,  Ziegler's  Beitr..  Suppl.  Heft.  1898;  also  Ewing^  Jour.  Med.  Rea.,  voL 
xii..  p.  509.  1904:  also  Urid.,  vol.  xiii..  p.  233.  im)5. 


THE    INFEC'TIOl  H    DISKASKS  291 

It  is  evident  that  the  proof  on  morphological  grounds  alone  of  the 
protozoan  nature  of  such  minute  structures  is  a  task  of  extreme  difficulty, 
associated  as  they  frequently  are  with  the  readily  stained  products  of 
protoplasmic  degeneration. 

In  April,  1903,  Councilman  announced  the  results  of  a  long  series  of 
studies  by  himself  and  his  associates,  Magrath,  Brinckerhoff,  and  Tyzzer, 
on  the  excitant  of  smallpox.-  The  observations  of  Guarnieri,  Wasie- 
lewski,  and  others,  on  the  vaccine  body,  were  in  the  main  confirmed. 
These  observers  find  the  vaccine  bodies  in  the  lower  layers  of  skin  epi- 
thelium l)efore  the  production  of  the  vesicles  and  in  the  advancing 
edges  of  the  young  vesicles.  They  find  morphological  evidence  of  the 
segmentation  of  the  bodies  and  the  formation  of  round,  spore-like 
structures  about  1  ai  in  diameter.  Councilman  further  announced 
the  discovery  of  other  bodies,  not  before  described,  within  the  nucleus 
of  the  epithehal  cells  in  the  infected  region  in  man.  These  intra- 
nuclear structures  are  circular,  ring-like,  with  a  central  dot,  and  may 
l>e  seen  singly  or  in  clusters.  They  are  from  1  to  li  /t  in  diameter. 
These  intranuclear  bodies  Councilman  regards  as  a  further  stage  and 
as  representing  a  second  complex  cycle  of  development  of  the  smallpox 
parasite.  The  intranuclear  structures  he  believes  to  be  developed  from 
the  spore-like  bodies  resulting  from  the  segmentation  of  the  intracellu- 
lar vaccine  body  which  penetrate  the  nucleus.  Councilman  finds  the 
vaccine  bodies  both  in  the  epithelial  cells  of  the  smallpox  lesion  in 
man  and  in  the  lesion  induced  bv  vaccination  of  the  rabbit  and  calf. 
But  the  intranuclear  forms  have  not  been  found  in  the  latter  animals. 
After  inoculation  of  the  monkey  with  the  contents  of  smallpox  pus- 
tules, both  the  intracellular  and  the  intranuclear  forms  were  found. 
He  l>elieves  it  to  be  probable  that  in  smallpox  the  parasite  undergoes 
complete  development,  passing  through  two  cycles,  an  intracellular 
and  an  intranuclear,  while  in  vaccinia  only  one,  the  primary,  cycle  is 
achieved.' 

Calkins,  from  an  independent  study  of  the  material  furnished  by 
Councilman,  is  convinced  of  the  protozoan  nature  of  the  organisms  in 
question  and  has  formulated  the  stages  of  a  complex  life  cyde.^ 

It  is  clear  that  final  judgment  upon  the  nature  and  significance  of 
these  minute  structures  must  be  su.spended  until  further  experiments 
upon  suitable  animals  shall  have  furnished  fuller  biological  data  than 
are  yet  at  hand,  which  may  sustain  the  evidence,  still  largely  morpho- 
logical, on  which  these  suggestive  conclusions  are  based.* 

*  "Studies  on  the  Pathtilogy  ami  on  tlu»  Etiolopj-  of  Varioln  and  N'accinia,"  Jour,  of 
Me«l.  Res.,  vol.  xi.,  1904;  sec  al«o  wuiniiiary  by  Couucilmari,  \i\\.  MlmI.,  vol.  x.,  p.  6S9, 
1905. 

*  For  Htudies  on  expcriniental  vari<»la  an<l  vaccinia  in  nionkry.**  sc'o  Brinckerhoff  and 
Tyzzrr,  .lour.  Motl.  Re«.,  vol.  xiv.,  p.  '2(M)  rt  ntq.,  1<K)6.  See  also,  for  studipw  on  reaction  of 
variola  viruH  to  external  ciinditions,  ibid.,  p.  3.52. 

*  Calkin*,  "Life  Hi*torv  of  CVtorvctoH  Variohr,"  Jour.  Med.  Rci?.,  vol.  xi.,  ]).  13(>, 
1904. 

^ConiiuU  for  general  bibliography  Frtcman,  article  on  vaccination  in  "  Cvcloprilia  «»f 
the  DiseaaeH  of  ChUdren/'  vol.  v.,  ^uppl.,  p.  203;  or  MtH,rt\  in  "Twentieth  Century  Prac- 
tice/' voL  xiii. 
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SCARLET  FEVER.    (Scarlatina.) 

This  is  ail  infectious,  readilv  communicable  disease  characterized  bv 
a  diffuse  skin  eruption,  and  frequently  accompanied  by  inflammation, 
either  catarrhal,  or  croupous,  or  gangrenous,  of  the  tonsils,  pharynx, 
and  larynx.  Focal  necroses,  albuminous  degeneration  in  the  viscera, 
and  Icucocvtosis  mav  occur. 

There  may  be  acute  hyperplasia  or  suppuration  of  the  cervical  lymph- 
nodes.  There  is  very  frequently  an  acute  exudative  or  an  acute  diffuse 
nephritis.*  The  spleen  may  be  enlarged.  Hroncho-pneumonia,  endo- 
carditis, and  pericarditis  may  complicate  the  disease. 

The  exanthem  or  skin  eruption  in  scarlatina  is  a  simple  dermatitis, 
as  the  result  of  which  the  papilhe  and  subpapillary  stratum  become 
infiltrated  with  fluid  or  leucocytes,  or  both,  the  leucocytes  l>eing gathered 
especially  about  the  blood-ves.sels.  There  may  be  snuill  haemorrhages, 
and  the  acute  phase  of  the  inflammati(m  is  followed  by  an  increased 
prodiiction  of  epithehum  and  an  exfoliation  of  the  superficial  layers. 
Those  lesions  of  the  skin  may  be.  excepting  the  haemorrhages,  ven" 
slightly  marked  after  death. 

The  Excitants  of  Scarlatina. — That  the  disease  is  due  to  some  form 
of  micro-organism  there  can  be  no  doubt.  The  exact  nature  of  this 
organism  is  not  yet  known.  The  acute  nephritis  and  the  marks  of  de- 
generation and  focal  necrosis  so  often  present  appear  to  be  due  to  some 
poison  formed  in  the  body  during  the  disea.se. 

Mallory  ^  has  described  bodies  in  and  between  the  epithelial  cells  of 
the  epidermis  and  free  in  the  superficial  lymph- vessels  and  spaces  of 
the  corium  in  scarlet  fever  which  he  believes  to  be  protozoa  and  to  bear 
an  etiological  relationship  to  the  disea.^^e.  Most  of  these  bodies  are 
from  2  to  7  /i  in  diameter  and  stain  with  methvlene  blue.  A  series  of 
forms  are  found,  including  rosettes,  which  are  said  to  resemble  the  series 
in  the  asexual  development  of  the  malarial  parasite.  Further  studies 
will  be  required  to  establish  the  protozoan  nature  as  well  as  the  signifi- 
cance of  these  structures. 

One  of  the  most  marked  features  of  the  disease  is  the  predisposition 
which  it  entails  to  the  incursions  of  pathogenic  germs  other  than  that 
which  we  believe  to  be  its  excitant.  Thus  an  infectious  croupous  in- 
flammation of  the  moutli,  tonsils,  pharynx,  larynx,  and  trachea,  due  to 
a  streptococcus  (see  p.  207),  is  a  frequent  complication.  True 
diphtheria  due  to  the  Loffler  bacillus  is  also  prone  to  establish  itself  upon 
the  vulnerable  inflamed  mucous  membranes.  So  also  the  frequently 
associated  pneumonia,  the  inflammatory  hyperplasia  and  suppuration 
of  the  lymph-nodes,  suppurations  in  various  parts  of  the  body,  the  endo- 
carditis and  pericarditis  which  are  not  uncommon,  may  all  be  due  to  a 
secondary  infection  with  the  pyogenic  cocci.' 

^  For  a  s|M?<'ial  stmly  of  ki<liu»y  lesions  in  8<'arlatiiia  s<'o  (Chapman,  Jour,  of  Path.,  voL  xi., 
p.  '27(\,   19(Ki.  bihl. 

*  Mallorif,  .lour,  of  MimI.  Res.,  vol.  x.,  1!M)4,  p.  4S.3.  On  the  demonstration  of  the  allegetl 
panixites  of  scarlatina  in  blister  fluids  see  Duval,  Tuiv.  Penn.  Med.  Bull.,  Nov.,  1904. 

^  For  a  review  of  haeteria  in  scarlatina,  with  bibl.,  Hec>  Pvarce.y  Mod.  and  Suzig.  Reports  of 
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MEASLES. 

A  readily  communical)le  infectious  disease,  the  most  prominent 
features  of  which  are  an  intense  hypera*mia  with  inflammation  of  the 
skin,  associated  with  catarrhal  inflammation  of  the  mucous  meml)ranc 
of  the  air  passages.  The  inflammation  of  the  skin  is  anatomically  of 
the  same  general  type  as  that  in  scarlatina.  Albuminous  degeneration 
of  the  kidney  or  acute  exudative  nephritis  may  occur.  Focal  necroses 
in  the  liver  and  kidnevs  have  been  described  bv  Freeman.* 

The  more  common  secondary  lesions  are  broncho-pneumonia,  pseudo- 
membranous inflammation  of  the  pharynx  and  larynx,  suppurative  in- 
flammation in  various  parts  of  the  body,  and  diplitheria.  These  compH- 
cations,  as  in  scarlatina,  are  doubtless,  in  part  at  least,  due  to  secondary 
infection  with  other  germs  than  those  causing  the  disease  itself. 

The  excitani  of  measles  is  not  known. 

Canon  and  Pielirkr  in  1892  ^  recorded  the  discovery  in  the  blood  in  fourteen  ctLtxis 
of  measles  of  very  small  bacilli,  about  as  long  as  the  radius  of  a  n'd  blood  cell,  but 
van'ing  considerably  in  si25e.  These  bacilli  were  sometimes  al)undant.  sometimes 
scanty  in  the  blood,  lying  singly  or  in  heaps.  Meagre  cultun's  wviv  obtained  in  three 
casos  in  beef  tea.  They  did  not  seem  to  grow  on  the  ordinary'  solid  nu^dia.  Bacilli 
similar  in  form  were  found  in  the  exudate*  from  inflamed  mucous  membranes  in  measles. 
The  ol>ser\'ations  of  these  writers  an*  inten\sting  and  suggestive,  but  until  they  shall 
have  been  continued  by  others  and  gn*atly  extended  nothing  can  be  assumed  as  estab- 
lished regarding  the  etiological  significance  of  the  germs. 

Inoculation  of  Measles. — Althouij:h  readilv  conveved  in  natural  wavs 
from  one  human  being  to  another  predisposed  individual,  the  attempts 
at  experimental  inoculation,  of  the  infectious  agent  in  measles  in  man 
have  not  led  to  verv  definite  conclusions.  Hektocn  succeeded  in  two 
cases  in  inducing  typical  measles  by  the  injection  of  material  derived 
from  the  blood  at  an  early  stage  of  the  disease.^ 

MALARIA. 

The  Lksioxs  of  MALAmA. 

The  characteristic  lesions  of  arute  malarial  infection  are  found  in  the 
biood,  the  liver,  spleen,  kidneys,  and  brain. 

The  alterations  in  the  blood  are  chief! v  confined  to  the  diminution  in 
number  of  the  red  corpuscles,  due  to  their  destruction  by  the  parasites 
developing  in  them  and  to  a  reduction  in  the  lucmo^rlobin  content  of 
those  which  do  not  contain  parasites.  These  changes  are  apparently 
due  to  some  toxic  agent,  for  which  there  is  additional  evidence  in  the 
polychromatophilia  and  gi-anubir  degeneration  of  the  l)ody  of  the  red 
cell  so  often  present  in  severe  malarial  infections.     The  evidence  of  some 

the  Bcwton  City  HoHpital.  1898-90:   al-w  Weaver,  Ainrr  Mr*!..  April  IStli.  11M)3:  Schanibrrg 
Bud  aOderdeere,  Proc.  Phila.  Path.  S<>r.,  vol.  vii.,  n.  s..  p.  201.  1904. 

'  Freeman,  Arch,  of  Pwliatrics.  Fehniary,  19(K). 

'Hcriiner  klin.  Wcxihemvhr.,  Apr.  IStli'.  1S92. 

'  F'lir  a  rftumf  of  earlier  attoinpth  at  incM-ulatum  of  iiu-asles  ami  liis  own  rxixTinicnty 

Hekioerif  Jour.  Inf.  Dis.,  vol.  ii..  p.  2.SS,  1905. 
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poison  actinp  on  the  protoplasm  of  the  red  cells  is  found,  not  only  in 
those  cells  in  which  the  organism  is  developinfr.  but  more  abundantly 
in  those  cells  in  which  no  plasmodia  are  present. 

The  leucocytes  show  slight  qualitative  changes,  there  being  usually 
present  a  relative  increase  in  the  large  mononuclear  cells.  Pigmented 
leucocytes  are  often  seen,  and  in  very  severe  infections  large  macrophages 
loaded  with  pigment  may  be  seen  in  the  circulating  blood.  In  severe 
cases  the  pigment,  which  is  derived  from  the  haemoglobin  of  the  blood 
corpuscle  and  forms  the  granules  in  the  body  of  the  parasite,  may  be 
found  free  in  the  general  circulation,  but  is  usually  soon  removed  by 
the  leucocytes  and  the  phagocytic  cells  of  the  liver,  spleen,  and  bone 
marrow.  The  braiji  in  cjuses  of  pernicious  a»stivo-autumnal  fever  is 
often  much  congested,  and  the  smaller  capillaries  may  be  filled  with 
enormous  numbei*s  of  the  plasmodia  in  various  phases  of  development; 
there  may  also  be  small  punctate  haemorrhages  in  the  white  matter. 
The  dej.'Ksition  of  the  malarial  pigment  in  the  cortex  may  give  to  the  lat- 
ter a  dark  reddish-brown  color,  or  it  may  be  almost  black.  The  spinal 
cord  shows  similar  changes. 

Tlie  lircr  in  acute  cases  may  show  focal  necroses  resembling  those 
present  in  other  infectious  diseases.  Tlie  endothelium  of  the  liver 
capillaries  may  contain  much  pigment  (.see  Fig.  443,  p.  672),  while 
the  lumina  of  the  capillaries  may  be  stuffed  with  plasmodia  in  various 
stages  of  development.  The  kidtui^s  may  show  albuminous  degenera- 
tion, and  while  the  intertubular  capillaries  may  be  filled  with  pigmented 
leucocytes  tliere  is  not,  as  a  rule,  a  great  accumulation  of  plasmodia  in 
the  vessels.  A  moderate  diffuse  nephritis  is  occasionally  seen.  The 
capillaries  of  the  mucosa  of  the  stomach  and  the  intestines  may  be  filled 
with  parasites  in  cases  with  choleraic  symptoms,  and  there  may  be  a 
considerable  amount  of  necrosis  in  the  epithelium  of  the  mucosa  of  the 
intestines.  Tlie  bone-marrow  usually  contains  large  numbers  of  the 
Plasmodia,  chiefly  segmenting  forms.  A  good  deal  of  pigmentation  is 
pi-esent,  and  an  active  phagocytosis  is  carried  on,  mainly  by  the  giant- 
cell  macrophages  present  in  the  marrow.  Crescent ic  organisms  may  be 
present  in  the  marrow  even  if  these  have  not  been  present  in  the  blood 
during  life. 

The  sjdeen  is  increased  in  size,  the  pulp  is  softened  and  very  dark, 
the  Malpighian  bodies  are  not  well  marked.  Microscopically,  the  organ 
is  greatly  congested;  many  of  the  red  cells  are  invaded  by  the  plasmodia 
which  are  often  in  the  segmenting  stage.  There  is  a  very  active  phago- 
cytosis by  the  macrophages  present,  often  so  extensive  as  to  include  the 
red  cells  with  their  contained  parasites. 

l!i  the  chronic  cases  the  patient  may  become  extremely  ansemic  with 
nucleated  red  cells  in  the  blood  and  a  great  reduction  in  the  number  of 
erythrol)lasts.  The  spleen  is  greatly  enlarged,  the  capsule  thickened  and 
a(lhcr(»nt  to  the  surrounding  tissues.  The  cut  section  of  the  organ  is  of 
a  dark  brown  or  slaty  black  from  the  deposit  of  pigment.  The  Mal- 
pighian bodies  are  well  marked.  The  fibrous-tissue  trabecular  are 
thickened,  as  is  the  reticulum  of  the  pulp;   the  pulp  cells  are  pigmented. 
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The  liver  shows  a  marked  pigmentation,  especially  in  the  endothelium 
of  the  capillaries  and  in  the  so-called  perivascular  cells  described  by 
Kupffer,  while  occasionally  there  is  a  moderate  amount  of  new  connec- 
tive tissue,  which,  however,  does  not  follow,  as  a  rule,  the  anatomical 
distribution  of  the  connective  tissue  in  the  usual  atrophic  cirrhosis.  In 
chronic  poisoning  the  kidneys  may  show  a  chronic  diffuse  nephritis.  The 
Ijone  marrow  may  remain  fairly  normal  except  for  the  deposition  of  pig- 
ment, or  there  may  be  seen  a  marked  hyperplasia  with  replacement  of 
the  normal  fatty  marrow  of  the  shafts  of  the  long  bones  with  red  marrow 
containing  normoblasts  or  even  megaloblasts  if  the  disease  has  been 
long-continued  and  severe. 

Thk  Excitant  of  Malaria. 

The  excitant  of  the  disease  long  known  clinically  as  malaria  is  a  small 
animal  parasite,  the  Plasmodium  malaricey  which  enters  the  red  corpuscles 
of  the  blood  and  in  the  course  of  its  development  destroys  them.  The 
destiuction  of  each  cell  is  coincident  with  the  maturation  of  its  con- 
tained parasite,  which  segments  into  a  variable  number  of  spores,  or, 
more  properly,  merozoites,  a  phenomenon  which  is  also  coincident  with 
the  clinical  appearance  of  the  chill  and  its  accompanying  rise  of  tem- 
perature. 

These  parasites  of  the  red  cell  are  protozoa  belonging  to  a  special 
sub-group,  the  hcemosporidia.  For  purposes  of  description  these  ha?mo- 
sporidia  of  human  malaria  may  be  classified  into  three  species  or  types, 
each  of  which  incites  a  different  clinical  form  of  disease  and  each  of 
which  also  differs  from  the  other  types  in  its  morphology.  These  types 
are  the  tertian,  the  quartan,  and  the  ipstivo-autumnal  parasites. 

Tertian  and  Quartan  Types. — If  the  blood  of  a  patient  suffering  from 
tertian  fever  be  examined  shortly  after  a  chill,  a  number  of  the  red 
cells  will  be  found  to  contain  small,  highly  refractile,  actively  amcr- 
boid  bodies  which  are  the  early  forms  of  the  plasmodia  or  merozoites. 
The  latter  often  take  the  form  of  small  rings  surrounding  a  central  clear 
space.  This  is  especially  well  seen  in  stained  specimens  (Plate  I.,  Figs. 
1-4).  If  the  blood  be  again  examined  some  hours  later,  these  very 
small  forms  have  grown  to  a  considerable  extent,  and  small  brown  or 
black  granules  will  be  noted  in  the  body  of  the  Plasmodium.  This 
pigment  has  a  very  rapid  motion  inside  the  body  of  the  parasite.  If  the 
blood  l)e  examined  at  intervals  for  forty-eight  hours  the  organism  may 
l>e  seen  to  have  grown  so  large  as  to  occupy  nearly  the  whole  of  the  red 
cell  (Plate  I.,  Figs.  5-12),  which  becomes  somewhat  swollen  and  pale 
the  latter  effect  being  due  to  the  destruction  of  the  hirni()glol)in  of  the 
cell  by  the  parasite,  which  thus  produces  the  pigment  granules  of  melanin 
with  which  it  is  filled.  At  the  end  of  forty-eight  hours  the  pigment  has 
collected  in  the  centre  of  the  organism,  which  has  ceased  its  active 
amcpboid  motion.  Now  small  pale  spots,  which  are  the  nuclei  of  the 
segmenting  mature  form,  become  easily  visible  (Plate  I.,  Fig.  10),  and 
finally  the  red  cell  bursts,  and  the  small  merozoites,  each  containing  a 
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nucleus,  are  set  free  to  enter  other  red  cells  and  to  repeat  the  cycle  in 
another  period  of  forty-eight  houi*s.  A  certain  portion  of  the  free 
merozoites  are  destrr)yed  by  the  phagocytic  leucocytes  and  other  cells. 
The  free  pigment  left  after  the  segmentation  of  the  mature  forms  is 
also  collected  hy  these  phagocytes.  Thus  after  severe  and  prolonged 
attacks  of  malaria  the  leucocytes  are  fi-equently  filled  with  pigment. 

Tlie  quartan  organism  goes  through  a  cycle  similar  to  that  of  the 
tertian,  except  that  the  time  required  is  seventy-two  instead  of  forty- 
eight  hours.  Tiiere  are  also  a  few  minor  differences  in  the  morphological 
appearance  of  the  two  organisms.  Thus  the  small  early  amoeboid 
forms  of  the  plasnuxlium  are  much  more  active  in  their  movements  in 
the  tertian  than  in  the  (juartan.  The  pigment  in  the  tertian  is  verj' 
fine:  in  the  quartan  it  is  often  in  small  blocks  or  rods  and  is  much  coarser 
(Plate  I.,  Figs.  22  25).  The  mass  of  segmenting  merozoites  in  the 
tertian  organism  is  (juite  irregular  in  shape  and  contains  from  fifteen  to 
twenty  individuals,  while  that  of  the  quartan  is  a  regular  rosette  in 
shape  and  tlie  merozoites  average  from  six  to  twelve  (Plate  I.,  Figs. 
20 -2S). 

^stivo-Autimmal  Type.— The  parasite  of  the  irstivo-autumnal  fever 
develops  in  the  blood  in  much  the  same  way  as  the  other  forms,  with 
the  exception  that  the  ama^boid  rings  are,  as  a  rule,  smaller.  The 
signet -ring  shape  is  more  marked,  and  the  pigment  is  less  abundant 
(Plate  I.,  Figs.  81-84).  Another  peculiarity  of  this  organism  is  that 
the  development  of  the  larger  anueboid  forms  takes  place  chiefly  in  the 
bone-marrow  and  the  spleen,  while  that  of  the  tertian  and  quartan  is  to 
be  seen  in  the  blood.  Thus  as  soon  as  the  Plasmodium  of  the  a?stivo- 
autumnal  type  has  grown  sufficiently  to  occupy  about  one-fourth  of 
the  red  cell,  it  disappears  from  the  peripheral  blood  and  can  be  found 
developing  in  the  l)lood  obtained  by  puncture  of  the  spleen,  or,  in  fatal 
cases,  from  the  bone-marrow  (Plate  I.,  Figs.  35,  36).  In  such  prepara- 
tions the  mature  plasmodia  may  be  found  and  the  segmenting  process 
followed  (Plate  I.,  Figs.  37-39).  The  organism  is  not  as  large  as  the 
tertian,  as  the  segmenting  form  usually  only  occupies  about  one-half 
of  the  somewhat  shrunken  red  corpuscle.  The  number  of  merozoites 
formed  is  about  fifteen.  The  time  of  the  developmental  cycle  in  the 
blood  is  forty-eight  hours. 

In  the  blood  of  a  patient  infected  with  the  sestivo-autumnal  parasite, 
there  are  always  found  within  a  few  days  after  the  beginning  of  the 
disease  a  moderate  number  of  crescent-shaped  bodies  with  pigmented 
centres  and  the  remnant  of  a  red  cell  about  them  (Plate  I.,  Figs.  43,  44). 
They  are  devoid  of  anui}boid  motion.  The  exact  nature  of  these  cres- 
cent ic  bodies  was  quite  unknown  until  very  recently,  when  it  was  dis- 
covered tliat  they  are  cells  with  sexual  capabilities,  whose  function 
seems  to  be  the  prolongation  of  the  species  in  a  cycle  outside  of  the  human 
body.  It  had  long  been  known  that  certain  of  the  large  mature  amoe- 
boid forms  of  the  tertian  and  quartan  organisms  and  the  crescents  of 
the  a^stivo-autumnal  species  did  not  undergo  segmentation  into  mero- 
zoites,  but   remained  circulating  in  the  blood.     When,  however,  the 
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blood  containing  these  forms  wiis  examined  in  a  fresh  condition  on  a 
slide,  and  especially  if  the  blood  before  being  covered  was  allowed  to 
remain  in  a  moist  chamber  for  a  few  minutes,  changes  could  be  seen  to 
take  place  which  had  not  been  observed  in  perfectly  fresh  preparations. 
Certain  of  the  mature  organisms  set  free  long,  actively  motile  fiagella 
which  entered  other  mature  forms.  In  stained  preparations  it  could  be 
seen  that  each  flagellum  contained  some  of  the  nuclear  chromatin  of 
the  organism  from  which  it  arose,  and  that  this  flagellar  chromatin 
united  with  the  chromatin  of  the  body  which  the  flagellum  entered. 
The  crescentic  forms  under  suitable  conditions  go  through  the  same 
process,  the  male  crescent  giving  off  flagella,  one  of  which  in  turn  fer- 
tilizes another  crescent  of  slightly  different  morphology. 

Evidently  this  is  a  sexual  process,  and  its  occurrence  only  in  blood 
which  has  been  drawn  from  the  body  suggested  the  probability  that  under 
ordinar}'  circumstances  it  takes  place  outside  the  human  host.  The 
truth  of  this  conjecture  has  recently  been  established,  and  the  process 
of  fertilization  and  maturation  of  the  fertilized  organism  has  been  found 
to  occur  in  the  stomach  of  a  particular  genus  of  mosquito,  the  Anoph- 
eles. Xo  other  species  of  mosquito  is  capable,  according  to  our  pres- 
ent knowledge,  of  acting  as  host  to  the  Plasmodium  of  human  malaria, 
though  the  organism  which  induces  malaria  in  birds  can  develop  in  a 
mosquito  of  the  genus  Culex.  Whether  the  plasmodium  can  carry  out 
its  sexual  cvcle  under  other  conditions  than  in  the  stomach  of  the 
Anopheles  is  as  yet  unknown.  If  an  Anopheles  bites  a  patient  witli 
malaria,  the  blood  with  its  contained  organisms  is  drawn  into  the  stom- 
ach of  the  mosquito,  the  flagella  are  given  off  from  the  gametes  and  enter 
other  mature  forms  and  fertilize  them.  The  fertilized  organism  goes 
through  a  complicated  development,  and  the  resulting  sporozoitc  finds 
its  way  in  the  course  of  a  few  weeks  to  tlie  salivary  glands  of  the  mos- 
quito ho.st,  to  be  injected  into  the  ])lood  of  the  next  ])erson  Intten. 
The  sperozoites  enter  the  red  cells,  becoming  the  small  ama^boid  forms 
or  merozoites  already  described.^ 

The  details  of  the  process  of  fertilization  and  the  formation  of  the 
sexual  cells  which  are  capable  of  carrying  on  the  cycle  in  the  mosquito 
have  l>een  best  observed  in  the  a^stivo-autumnal  fevers,  so  that  the 
stages  will  be  here  described  in  connection  with  the  development  of  the 
crescent  gametes.  These  crescents  are  formed  chiefly  in  the  bone- 
marrow  from  the  small  ovoid,  intracellular  bodies,  which  can  early  in 
their  development  be  distinguished  from  the  ordinary  annrboid  forms 
by  their  more  abundant  coarse  pigment  and  oval  outline. 

The  adult  crescents  are  quite  constantly  present  in  well-developed 
cases,  and  are  often  found  in  the  blood  after  treatment  with  quinine  has 
caused  the  disappearance  of  the  anueboid  bodies,  the  power  of  resisting 
the  action  of  drugs  being  much  more  marked  in  the  crescents  than  in 
any  other  form  of  the  plasmodium.  Two  types  may  be  distinguished. 
both  of  which  begin  as  small  anncboid  forms  and  gradually  mature  into 

*  For  details  of  the  process  jmh:  Schttitdinn,  Arboitt-ii  au>  «li'in  Kais.  Gesundlieitsainto, 
1902,  p.   1G9. 
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oval  or  crescentic  organisms.  One  of  these,  the  microgametocjrtes,  or 
the  cells  producing  the  male  elements,  develops  and  gives  off  the  fiagel- 
lum  (microgametes) ;  the  other,  the  macrogametes  (female  elements), 
neither  form  nor  give  off  flagella.  According  to  Marchiafava  and 
Hignami  *  the  microgametocytes  are  distinguished  from  the  macro- 
gametes  by  the  fact  that  in  the  former  (the  male  form)  the  pigment  is 
gathered  in  a  fairly  compact  mass  in  the  middle  of  the  crescent,  the 
chromatin  is  more  abundant,  and  the  entire  body  stains  faintly;  while 
in  tiie  female  form,  the  pigment  surrounds  the  rather  scanty  nuclear 
chromatin  in  a  ring  form,  the  cell  body  stains  deeply,  and  no  flagella  are 
given  off.  The  crescents  in  the  fresh  blood  show  no  amoeboid  motion, 
and  even  the  pigment  is  motionless.  They  are  either  crescentic  in  form 
with  the  pigment  collected  at  the  centre,  or  they  may  be  spindle-shaped 
with  somewhat  scattered  pigment,  or  finally  short,  thick  ovoid  bodies 
with  pigment  irregularly  scattered  or  more  frequently  gathered  into  a 
ring  about  the  nucleus.  They  are  all  contained  in  red  blood  cells 
(endoglobular),  the  faint  remnant  of  the  red  cell  often  being  seen  as  a 
delicate  line  stretching  between  the  two  horns  of  the  crescent. 

The  formation  of  flagella  (microgametes)  does  not  take  place  in 
the  circulating  blood;  it  begins  only  after  the  blood  has  remained  on 
a  slide  for  a  few  minutes  or  has  remained  for  some  time  in  the  stomach 
of  the  mosquito.  These  flagella,  usually  about  four  in  number,  bud  out 
from  the  periphery  of  one  of  the  microgametocytes,  which  has  assumed 
a  spherical  instead  of  a  crescent  shape,  and  grow  to  a  length  of  three  to 
five  times  the  diameter  of  the  red  cell.  They  are  either  pointed  or 
bulbous  at  their  extremities,  or  they  present  swellings  at  irregular  inter- 
vals. Their  motion  in  warm-stage  preparation  is  rather  rapid,  and  they 
finally  become  detached  and  move  about  free  in  the  serum  (Plate  I., 
Figs.  45,  40,  47).  The  pigment  during  this  process  usually  remains  at  the 
centre  of  the  spherical  microgametocyte  and  is  actively  motile,  but  in 
preparations  stained  to  show  the  nuclear  chromatin  the  latter  may  be 
seen  to  penetrate  the  flagella  in  the  form  of  long  thin  rods  which  remain 
after  the  flagella  become  detached.  The  shell  of  the  red  cell  in  w^hich 
the  crescent  has  developed  can  rarely  be  seen  in  fresh  preparations  of 
the  flagellate  forms.  These  flagella  penetrate  the  body  of  one  of  the 
macrogametes  present  in  the  slide  and  fertilize  it. 

This  process,  which  we  have  followed  in  an  artificial  preparation, 
seems  necessary  for  the  continuance  of  the  race,  and  is  normally  carried 
out  in  the  middle  intestine  of  the  mosquito  of  the  genus  Anopheles. 
The  actual  entry  of  the  microgamete  (spermatozoon)  into  the  macro- 
gamete  has  been  observed  by  MacCallum^  and  others  in  fresh-blood 
preparations. 

If  a  patient  in  whose  blood  mature  crescents  are  present  is  bitten  by 
the  mosquito,  the  parasites  develop  in  the  intestine  of  the  insect,  and  at 
the  end  of  two  days  the  fertilized  forms  mav  be  found  adherent  to  the 

'  Other  observers  claim  that  the  pigment  in  the  male  fonnn  in  scattered  throughout 
the  )>lnsm()(liiim. 

'  Mac(\Uhun,  "  On  the  TI:eniatn/(>nn  Infections  of  Binls,"  Jonr.  of  Kxp.  Med.,  vol.  ili., 
1S9S.  p.  117. 
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Description  of  Plate  I. 

Hasmatozoa  of  Tertian  Malaria. 

F1G8.     1  to  4. .  .Small  rin^'-slmiutl  nu'mzoitw  of  t<*rtian  malaria:  2  and  8.  multiple  in- 
vasion of  a  single  H'd  cell. 
•*       5  to  12  . .  Amo'lMticl  forms  of  gradually  incniising  size. 

Fio.    13 \jiTi:v  amo'boid  form  in  which  tlit*  pigment  is  Iwginning  to  collect  as  a 

preliminary  to  segmentation. 

14 I*igment  still  mon*  (■lum])ed.  and  the  pale  ari»as  representing  nuclei  be- 
gin to  be  marked. 

15 Si'gmenting  form  with  an  im'gular  mass  of  merozoites. 

16 More  symmetrical  tyiK*  of  segmentation  with  central  bUxjk  of  pigment. 

17 Fnv  men>/.oites  after  leaving  the  n-d  cell. 

18 Gamete. 

19 MicrogameiiK-yte  with  tiagella  or  microgametes. 
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HsBmatozoa  of  Quartan  Malaria. 

Ficjs.  20  and  21  .  Snmll  ring  fonn  of  men>zoites. 
**      22  to  2."). . . .  Amu'lMiid  forms  with  coars<»  pigment. 

*•      26  **  28 S'gmenting  forms. 

**      29 Gamete. 

3U Microgamet<Myte  with  microgametes  in  the  process  of  formation. 

HsBmatozoa  of  iEstivo-Autumnal  Malaria. 

Fma.  81  to  34 .  .iSmall  ring  forms,  srtme  of  them  on  the  surface  of  the  corpuscle;  82  and 

:{:{,  multiple  invasion  of  the  retl  cell. 

**      85 and  36,  Amu'boid  forms  found  in  the  peripheral  cin*ulation. 

•*      87  to  39 . .  Ijjirge  am<ehoid  forms  and  s<'gmenting  parasites  found  only  very  rarely 

in  the  periphend  circulation,  but  abundantly  in  the  spU*en  and  Ixme 
marrow. 

40  **  42.. Young  <Te.s<i'ntic  forms  not  found  in  the  peripheral  circulation,  but 
cliietiv  in  the  Inme  marrow. 

ft 

**      43 and  44.  Adult  <n'scents  or  gametes,  foimd  alnmdantly  in  the  peripheral  blood. 

•*     45    "    46.  Microgamet(K-ytes.  Ut'oming  oval  an<l  pn*paring  to  give  off  microga 

nu'ti's. 

Fig.    47 Microgamettx-yte  giving  ofT  microgumeti^. 
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wall  of  the  intestine  as  small  pigmented  oval  Ixxlies  <|uite  similar  to  the 
early  forms  of  the  crescents  developing  in  the  human  bone-marrow. 
Two  days  later  the  parasites  or  oocysts  are  much  larger  and  have  a  dis- 
tinct capsule,  while  by  the  sixth  day  they  may  measure  from  60  to  80 
II  in  diameter.  They  contain  numerous  small  particles  which  are  nuclei 
due  to  the  frequent  division  of  the  original  nuclear  material,  and  the 
capsule  is  much  thicker.  At  the  end  of  a  week  the  parasite  contains  a 
large  number  of  slender  thread-like  rods  w-ith  pointed  extremities,  each 
one  of  these  rods  having  nuclear  chromatin.  The  parasite  or  oocyst 
projects  through  the  wall  of  the  intestine  into  the  coelom  cavity  of  the 
mosquito  host,  and  when  it  ruptures  these  minute  rods  or  sporozoites 
are  carried  by  the  lymph  currents  to  the  salivary  glands,  from  which 
they  may  be  injected  with  the  saliva  when  the  female  Anopheles  bites 
another  subject. 

The  sporozoites,  after  entering  the  circulation  of  man,  attack  the 
red  cells,  and  become  the  small  amccboid  forms  described  above.  In 
two  or  three  weeks  the  formation  of  the  gametes  takes  place,  and  the 
crescent  forms  appear  in  the  blood. 

That  the  infection  of  man  in  this  way  is  possible  has  been  a])undantly 
proven  by  allowing  mosquitoes  infected  with  a^stivo-autunmal  organisms 
to  bite  healthy  persons,  who,  after  a  period  of  incubation  of  about  ten 
days,  are  seized  with  an  a»stivo-autumnal  type  of  fever,  and  the  char- 
acteristic organisms,  though  not  present  previously,  are  now  to  be 
found  in  the  blood.  The  mature  forms  of  gametes  of  the  tertian  and 
quartan  fevers  undergo  a  course  of  development  very  similar  to  that  of 
the  apstivo-autumnal  fever,  and  are  derived  from  the  blood  of  the  in- 
fected patient  by  the  female  of  the  same  genus  of  mosquito,  the  Anoph- 
eles (Plate  I.,  Figs.  19  and  30).  The  sporozoites  find  their  way  to 
the  salivary  glands  of  the  mosquito  and  enter  the  blood  of  the  person 
infected  while  the  Anopheles  is  biting.  These  sporozoites  then  enter 
the  red  cells  as  the  small  amopboid  forms  and  carrv  on  the  sexual  cvcle 
in  the  blood  until  either  the  tissues  of  the  Imdv  finallv  overcome  the 
parasite,  or  treatment  with  quinine  destroys  the  merozoites  l)v  means  of 
its  toxic  action  on  these  immature  forms. ^ 

Methods  of  Examination  of  the  Blood  in  Malcuria. 

Thcpp  are  two  methods  of  examining  the  l)loo<i  for  plasmodiii,  in  fresh  preparations 
and  in  stained  smears.  Both  require  con.siderable  training,  as  th<^  artefacts  produced 
by  imperfect  technique  have  oft4»n  been  mistaken  for  orpanisnLs. 

The  Examination  op  Fresh  Hix)()d. — To  examine  the  fresh  l)lood,  a  puncture 
is  made  in  the  pulp  of  the  finger  and  a  perfectly  clcim  cover-glass  just  touched  to  tin- 
top  of  the  drop  of  blood  which  exudes  from  the  puncture.     The  cover  is  then  dropp'ci 

'  A  fc<*r>eral  bibliography  of  malaria  to  ISOo  is  crnitaiiUMl  in  tlio  oxr<»llent  inoiiograpli 
of  Thajffr  aiid  Hewetson,  "The  Malarial  Fevers  «>f  Haltiinnre,"  .loliiis  Hopkins  Hosp.  He|).. 
vol,  v.,  1895.  The  more  recent  literaturp.  (»siM'<"iany  tlint  n-latinju  to  the  (h'veldpnient  of  tin* 
organismx  in  the  mofK|uito,  is  in  Marchinfara  an<l  liiijunwi,  article  "Malaria"  in  "Twentij'tl- 
Crntur>'  Practice,"  New  York,  ItXK),  and  aNo  L))ht ,  "NeiuTe  SjK)rozoenfors<-hunp."  Cni- 
tnilbl.  "f.  Bakt..  B<1.  xxWi.,  pp.  367  ami  430.  and  R«l.  xxviii..  p.  :JS4,  IIMM)  Tor  a  stinly  ot 
Htnirtun*  and  biology  of  Anophelefl  see  Xuttnll  mul  Sf.iplnf,  .lour,  of  Hyjr..  vol.  i..  p.  4,  \*M)\ 
For  practical  directions  for  the  studv  of  nius(|uitoe>.  xee  lirrkrUu,  "Laboratory  Work  wirl) 
MoHiiuitos/'  1902. 
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without  pressure  on  a  clean  slide.  The  diameter  of  the  drop  on  the  cover-glass  should 
never  exceed  2  mm.,  l)ecause  if  more  l>e  taken  the  corpuscles  cannot  spread  out  in  a 
perfectly  thin  hiyer,  but  will  overlap  each  other  and  the  preparation  will  be  Uiieleas. 
The  searcli  for  the  organism  should  Ik?  made  with  a  one-twelfth  oil-immersion  Ions  and 
a  moderate  illumination.  The  org:anisms  atv  Ix'st  recognized  by  the  actively  motile 
pigment  in  the  clear,  highly  refract ile  cell  l.)ody. 

The  Examination'  of  liumo  Aftek  Fixation. — If  the  examination  cannot  be 
made  at  once,  stained  pn»paratioiis  may  Ix*  made.  The  smear  should  be  made  on  a 
slide  or  larpi*  cover-glass.  It  Ls  U'st  fixed  in  a  mixture  of  formalin  and  strong  alcohol 
for  one  minute.  The  proportions  are  2  c.c.  of  a  ten-per-cent  solution  of  formalin  to 
100  c.c.  of  strong  ethyl  alcohol.  The  org:inisms  an*  most  easily  found  and  studied  in 
preparations  colored  with  thionin.  The  fomiula  for  the  stain  is  20  c.c.  of  a  saturated 
solution  of  thionin  in  fifty-per-cent  alcohol,  added  to  1(K)  c.c.  of  two-per-cent  aqueous 
solution  of  carbolic  acid.  The  stain  re<iuin*s  several  days  to  ripen  and  then  keeps 
indefinitely.  Its  action  is  rapid,  requiring  only  about  fifteen  seconds  to  color  the 
malarial  organisms  deeply. 

In  order  to  demonstrate  the  nuclear  chmmat in  of  the  malarial  parasites  it  is  neces- 
san-  to  use  special  stains,  the  most  useful  U'ing  a  modification  of  that  originally  de- 
vised by  Homanowski  for  this  ]>ur]>ose  and  improved  by  (iiemsa.*  Two  sulwtances 
are  necessan':  first,  an  aqueous  solution  of  ''methylene  azure  II.,  Griibler,'*  S  dgm.  to 
the  litre,  and  second,  an  acjueous  solution  of  eosin,  "extra  water-soluble,  Hochst." 
These  two  stock  solutions  an'  |H»rmanent  if  kept  in  dark-colored  bottles.  The  smears 
to  Ik'  stained  nw  fixed  in  metliyl  alcohol  for  about  ten  minutes.  The  staining  mixt- 
ure is  j)rej)ared  by  adding  1  c.c.  of  the  methylene  azure  II.  to  10  c.c.  of  the 
eosin  solution.  Tin*  staining  mixtun»  is  jujun^d  into  a  Petri  dish  and  the  slide  immersed 
in  the  fluid  with  the  blood  side  down.  The  process  is  complete  in  from  fifteen  to  thirty 
minutes.  The  slide  is  washed  off  for  about  ten  sc^conds  with  a  strong  stream  of  dis- 
tilled water,  dried  in  the  air  without  heat,  and  embedded  in  dammar  dissolved  in  x>iol. 
A  simpler  method  has  n'cently  l>een  published.-  which  is  b<»tter  adapted  for  clinical 
work.  The  smear  is  fixed  for  two  minutes  or  more  in  methvl  alcohol,  then  stained  for 
ten  seconds  with  a  1  :  l.(MX)  a<{ueoiLs  eosin  solution,  the  latter  allowed  to  nm  off  the 
slide,  and  the  smear  again  covered  with  a  few  drops  of  a  one-fourth-per-cent  solution 
of  methylene  azure  II.  In  about  from  fift<»en  to  thirty  seconds  the  staining  is  com- 
plete. The  slide  should  l)e  washed  in  distilled  water,  dried,  and  examined  directly 
with  an  oil-inmiersion  lens,  no  cover-glass  l>eing  necessar\'. 

WHOOPING-COUGH.  (Pertussis.) 

Whooping-cough  is  a  readily  communicable,  infectious  disease  usually 
associated  with  catarrhal  inflammation  of  the  upper  respiratory  pas- 
sages. It  may  l)e  complicated  by  bronchitis  or  pneumonia.  Hyper- 
plasia of  the  lymph-nodes  of  the  laryngeal  and  bronchial  districts  may 
occur.  Immunity  i.s  usual! v  secured  hv  an  attack.  The  disease  is  not 
known  to  occur  naturally  and  has  not  l)een  experimentally  incited  in 
lower  animals.  Several  observers  have  isolated  bacilli  from  the  sputum 
in  whooping-cough — many  of  which  closely  resemble  the  influenza 
i)acillus  in  form  and  culture — but  the  proof  that  these  are  the  excitants 
of  tlie  disease  has  not  l)een  furnished.' 

BERI-BEBI. 

lirri-hrri  is  a  disease  of  wann  climates,  believed  by  some  obser\Tre  to  be  infectious 
in  character,  bv  others  to  Iw  due  to  inisuitable  diet.     The  lesions  are  often  not  Tell 

^Gieinsn,  Cent,  of  Hakt.,  I.  .\bth..  Orig.  Bd.  xxxii.,  p.  307,  1902. 

2  WtH/d,  Medical  Ncwh,  vol.  Ixxxiii.,  p.  248,  11)03. 

'  For  a  rrttumt^.  of  studios  on  tho  excitant  of  wluwiping-cough  see  DariSt  Jour.  Inf.  Dis., 
vol.  iii.,  ]).  1,  19(X).  For  Htudies  on  agglutination  with  bacilli  from  this  disease  see  Woil^ 
tftftri,  Jour.  Exp.  Me<l.,  vol.  vii.,  p.  33/),  11MI5. 
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defined.  There  arc  in  some  cases  subcutaneous  (rdenia  and  dropsj*.  There  is  often 
degeneration  of  the  peripheral  ner\'es  and  of  the  heart  and  vohintarj'  muscle.  The 
bacterial  studies  which  have  been  made  upon  beri-beri  have  not  led  to  definite  results.' 

ACTJTE    BHEUMATISH. 

While  the  excitant  of  acute  rheumatism  is  unknown,  there  is  much 
reason  to  l)elieve  that  some  phases  of  it  at  least  should  be  classed  among 
the  infectious  diseases.  There  are  no  characteristic  lesions;  but  various 
joints  are  frequently  the  seat  of  slight  exudative  inflammation,  serous 
or  fibrinous  in  character.  Albuminous  degeneration  of  the  visceral 
cells  with  hyperplasia  of  the  spleen  has  been  noted.  The  disease  is 
not  infrequently  complicated  by  endocarditis  or  pericarditis,  by  exuda- 
tive inflammation  of  the  lungs  or  pleura.  Various  micro-organisms 
have  been  found  in  the  body  in  acute  rheumatism:  of  these  the  pyogenic 
cocci  have  been  most  frequently  isolated,  but  these  are  probably  to 
be  regarded  only  as  excitants  of  the  suppurative  or  other  complications. 
It  is  possible  that  more  than  one  form  of  infection  is  embraced  under  the 
designation  rheumatism.' 

IKFEGTIOUS  DISEASES   OF  UNEINOWN   OBIGIK. 

Protozoa. — Notwithstanding  the  grc?at  increase  in  our  knowledge  of  the  infectious 
diseases  made  possible  within  the  past  few  years  by  the  new  methods  of  cultivation  of 
micro-organisms  and  by  animal  experimentation,  then*  an*  still  sieveral  diseases  ob- 
vioirsly  of  this  class  whose  inciting  factors  are  wholly  unknown  to  us.  Wv  are  now 
Ijoirinning  to  realisse  that  we  must  not  confine  our  search  in  this  class  of  diseases  to  the 
bacteria  alone;  but  that  among  the  protozoa  nay  be  found  most  important  infective 
agents.  In  this  latter  group  of  organisms  the  cultu*^*  methods  applicabh^  to  the  bac- 
teria do  not  furnish  the  necessary'  data  for  the  establishment  of  etiological  relation- 
ships. While  the  pathogenic  significance  of  the  malarial  protozoan  has  been  deter- 
mined without  cultures,  and  has  Ix^come  probable  on  morphological  grounds  in  several 
other  diseases,  the  desirability  of  artificial  culture  methods  in  the  study  of  protozoa  is 
daily  l>ecoming  clearer.  But  it  is  well  to  n-membcr  that  many  protozoa  pass  tlirough 
complex  life  c>'cles  so  that  simple  cultures  cannot  Im?  ex|K*cted  to  yield  as  illuminat- 
ing results  as  do  cultures  of  the  more  lowly  organized  bacteria  and  yeasts. 

l'LTnA-MicK<i8Ci)Pir  Ml('Ko-<iRr,AN'i8Ms.  — In  the  search  for  the  inciting  agents  of 
infectious  diseases  which  have  as  yet  baffled  investigation,  it  should  be  borne  in  mind 
that  it  is  quite  possible  that  bacterial  and  other  micro-organisms  may  exist  which  an' 
ultra-microscopic;  that  is,  so  small  as  to  be  invisible  with  such  microscopic  resources 
as  we  at  present  possess.  In  one  instance,  the  infectious  peripneumonia  of  cattle. 
Nocard  and  Roux  by  a  special  technique  '  have  lu'cn  able  to  isolate  an  organism  so 
small  that  its  morphological  characters  could  not  be  learned  even  with  the  highest 
available  magnification.  Experiments  with  the  filtration  of  infectious  material,  es- 
pecially from  certain  communicable  disi'a-ses  of  animals,  through  porcelain  filters 
whose  pores  are  so  fine  as  to  n»tain  ordinary  bacteria,  have  shown  that  the  infective 
agent  may  pass  these  hlters  and,  though  ri>vealing  no  mori>hological  elements,  is  still 
virulent.   The  possibility  of  the  existence  of  ultra-microscopic  organisms  must  then  be 

*  For  bibliography  of  Ik»ri-beri  see  Sftdrr,  "Twentieth  Cent.  Practii-e,"  vol.  xiii. 

'  For  summar>'  and  studies  of  Hiology  of  acute  rlieuninlisni  s*'p  C<ti*\  .Imir.  Inf.  Di.s., 
vol.  i.,  p.  714.  1904:  Beattir,  Jour.  Meil.  R«'s..  vol.  xiv..  p.  390.  1000:  Frists, U.  Me<l.  Hword. 
vol.  Ixix,  p.  737.  HKN).  bibl. 

*  For  a  desrription  of  colloditini  .sars  nsodinthe  study  of  uItra-nii<Tos<'opiforj?anisnia, 
OKgluti nation,  and  for  other  purjwws  soe  McCrnr.  Jour.  K\p.  M«'<1..  vol.  v..  p.  VtSC},  1900; 
ab*o /jfrwrrnaw.  *•  Laboratorv  Technitjui*,"  Hull.  No.  7.  Hvj^it-nic  Labty.,  !'.  S.  Marine  Hosp. 
.St..  19CI2. 
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hold  in  mind  in  our  summarios  of  infectious  diseases  whose  inciting  factors,  though 
p<'rsistently  sought,  are  still  unknoA^Ti.* 

THE  INFECTIOUS  DISEASES   OF  ANIMALS. 

The  study  of  comparative  pathology'  is  of  great  and  increasing  importance,  and 
already  much  light  has  been  thrown  on  the  nature  of  human  diseases  by  the  study  of 
the  diseases  of  the  lower  animals. 

While  this  is  tnie  of  pathologj'  in  general,  it  is  of  especial  significance  in  the  study 
of  the  inf(H!tious  diseases  of  the  lower  animals,  not  only  as  they  occur  spontaneously,, 
but  also  in  fields  of  exp<'rimental  n^search. 

The  scope  of  this  book  does  not  permit  of  more  than  an  occasional  reference  to 
animal  diseases,  but  the  reader  may  consult:  Moore,  **The  Pathology  of  the  Infectious 
Diseases  of  Animals,"  19()6;  A'orart/ and  Leclainche,  "  I iCS  Maladies  Microbiennes  des 
Animaux,"  Paris,  1898,  and  Fncherger  and  Frohner,  "  Lehrbuch  der  speciellen  Pa- 
thologic und  Therapie  der  Hausthiem,"  1890;  also  Kitt,  "Text-Book  of  Comparative 
(Jeneral  Pathologj',"  Eng.  trans,  by  Smith  and  Cadbury,  1906. 

Consult  also  the  files  of  Lufxirsch  and  Ostertag,  "Ergebnisse  der  allgemeinen  Aeti- 
ologie  dor  Menschen-  und  Thierkrankheiton.'' 
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For  a  fuller  treatment  of  the  themes  considered  in  this  chapter  the  reader  may  con- 
sult among  the  larger  works: 

KoUe  and  Wasftrmiann,  "  Handbuch  der  Mikroorganismen,"  1902-06. 

Kolle  and  Iletsch,  *' Experimen telle  Hakteriologie  u.  d.  Infectionskrankheit«n,'' 
190().     (lives  excellent  summaries. 

Macv,  "Bact^riologie,"  1901.  Has  n'cent  bibliography,  especially  the  French. 
Among  the  smaller  works  may  l>e  mentioned: 

Roger,  *'  Les  Maladies  Infectieuses,"  1902.  Contains  many  interesting  pointji  of 
view. 

Muir  and  Ritchie^  "Manual  of  Bacteriology,"  American  EM.  1905.  This  is  an 
excellent  epitome. 

Abbott,  ''Principles  of  Bacteriology'."  Especially  good  as  a  wox^ing  laboratory 
manual. 

Park,  "Pathogenic  Bacteria  and  Protozoa,"  1905.  Presents  certain  hygienic 
and  public-health  aspects  of  the  subject. 

Wurtz,  "Pr^is  de  Bact^riologie  clinique."  Summarizes  the  micro-organisms 
which  have  been  found  in  various  lesions. 

Hueppe,  **  Principles  of  Bacteriology',"  English  translation  by  Jordan,  1899,  is  an 
admirable  general  treatment  of  the  subject,  based  upon  a  scientific  rather  than  upon 
the  traditional  conceptions  of  the  Relationships  of  bacteria  to  disease. 

Lubarach  and  Ostertag's  "Eirgebnisse  der  allg.  Aetiologie  der  Menschen-  u.  Thicr- 
krankheiten''  contains  valuable  resumes  and  bibliography,  issued  yearly. 

A  large  part  of  the  record  of  recent  study  is  widely  scattered  in  monographs  and 
journals. 

^  VoT  a  m()}<t  interesting  and  suggefltivf^  Humniary  of  recent  investigations  on  infectious 
(liscANo.s  of  unkno^'n  origin  see  Hektoen.  Jour.  .\ni.  Moil.  Assn.,  vol.  xli.,  pp.  405  and 
MVA,  19()3;  see  also  Roux,  *'  Invisible  Micrubos/'  Hull,  de  I'Inst.  Pasteur,  tome  i.,  1903, 
p]).  7  and  49,  bibl. ;  see  also  Dorset,  Twentieth  Report,  Bureau  of  Animal  Industry,  p.  139». 
1903. 


CHAPTER  X. 

MALFORMATIONS. 

Gheneral  Considerations. 

The  classification  of  malformations  is  difficult,  both  because  of  the 
complexities  of  development  not  yet  wholly  understood,  and  because 
of  our  ignorance  of  many  subtle  phases  of  nutrition  and  inheritance  in 
general.  We  shall  here  attempt  little  more  than  a  catalogue  of  some  of 
the  more  striking  or  common  developmental  defects,  with  a  suggestion 
of  grouping  for  convenience  rather  than  for  scientific  accuracy.^ 

The  individual  may  be  subject  to  abnormal  conditions  during  em- 
bryonic life  which  lead  to  changes  analogous  to  those  which  the  body 
may  suffer  from  injuries  after  birth.  But  these  various  lesions  are 
complicated  in  the  embryo  by  the  fact  that  it  is  in  a  state  of  active 
growth  and  development,  so  that  even  slight  injuries  to  the  embryo 
may  result  in  malformations  of  the  most  extreme  character,  especially 
when  the  injuries  are  inflicted  in  the  earlier  periods  of  its  life. 

Among  the  abnormal  and  harmful  conditions  to  which  the  embryo 
may  be  subjected  may  be  mentioned  first  those  which  relate  to  the 
mother,  such  as  infectious  or  other  diseases,  disturbances  of  nutr  tion, 
psychic  impressions,  etc.  To  these  may  be  added  local  interference 
with  development,  such  as  pressure  upon  the  uterus,  circulatory  and 
other  disturbances  of  the  placenta  and  membranes,  an  abnormal  ac- 
cumulation of  amniotic  fluid,  adhesions  between  the  embryo  and  the 
membranes  of  the  placenta,  as  well  as  various  forms  of  trauma. 

On  the  other  hand,  there  are  many  abnormalities  in  development 
which  must  be  referred  back  to  inherited  defects  transmitted  through 
the  hiaternal  or  paternal  cells. 

While  one  may  catalogue  in  a  general  way  many  of  the  conditions 
leading  to  malformations,  the  rationale  of  the  process  in  many  instances 
is  still  obscure.  In  recent  times  much  light  has  been  thrown  on  the 
suliject  by  a  host  of  experimental  studies  on  the  ova  of  the  lower  animals 
by  shaking,  dissection,  and  other  mechanical  interferences.  But  into 
this  field  the  scope  of  this  book  does  not  permit  us  to  enter. 

Many  malformations  are  so  extreme  or  involve  such  vital  organs 
that  extrauterine  life  is  impossible.  Such  are  some  of  the  malformations 
of  the  nervous  system  or  of  the  circulatory  apparatus,  occlusions  of  the 
gastro-intestinal  canal,  etc.     Some  of  the  abnormalities  of  development, 

'  The  reader  is  referred  for  details  to  Thoma,  "  Pathology  and  Pathological  Anatomy," 
En^.  Trans.,  bibl.,  or  to  other  special  workn.  hucIi  as  Mnrchnnd,  "  Missbildungpn,"  in  Ku- 
lenburg's  Real  Encylopftdie  der  gesainmtcn  Heilkundc.  Bd.  xv.,  1807,  and  SchuxUbc,  "  Die 
Morphologie  der  MiaBbUdungen  des  Menschon  und  <li>rTiere/'  HK).5. 
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on  the  other  haiici,  wliile  iiiit  fiitjil,  predispose  to  disease.  Such  are  the 
piiiliiTtiiial  disphu-enient.i  of  n'oiips  of  cells  which  predispose  to  tumor 
fmn  lilt  ion.  It  is  customjirv  to  speak  of  the  lesser  defects  ns  congenital 
anoiiudies.  t^iich  are  confioiiitat  nngiumatu,  ii:rvi,  ami  certain  dermoid 
cysts. 

Malfonnalions  may  involve  a  single  individual  or  embryo  or  they 
m;iy  concern  two  or  niori-,  which  are  variously  united. 


Malformations  InvolTing  Single  ludividualB.' 

The  types  of  such  malformations  are  various.     Thus,  there  may  be 


n  failui'c  to  (level<)p  a  part  or 


This  is  called  aplasia  or  agenesia. 
For  example,  tlic  upper  or  lower  extrem- 
ities may  he  absent  (Fig.  176>. 

When  an  organ  or  part  is  formed,  but 
I'oraains  small  or  undeveloped,  we  speak 
,of  hni<<>i^mi(j.  A  common  example  of 
this  U  the  hypoplasia  of  the  aorta  in  the 
stains  lymphiiticus  (see  p.  411). 

SonielimoM  a  part  of  the  bodj-  re- 
mains at  an  early  developmental  stage. 
Under  these  conditions,  however,  the  de- 
velopmental arrest  may  not  involve  ces- 
.latiim  of  frrowth.  PIxamples  of  this  form 
of  ic-iion  are  the  various  fissures  and  clefts 
which  occur  in  the  median  line  or  other 
parts  of  the  body,  due  to  some  interfer- 
ence with  the  cU)sure  of  the  invagina- 
tions of  the  germinal  layers  which  should 
take  place  at  an  early  fcetal  period — the 
mednllaiT  groove,  intestinal  groove,  fa- 
cial and  branchial  clefts. 

Fiom  fissures  in  the  facial  region  arise 
such  malformations  as  absence  of  the 
whole  or  parts  of  the  face  (Fig.  177), 
various  forma  of  harelip  (Fig.  17S),  etc. 
Defects  of  closure  in  the  cervical  and 
thoracic  region  ieud  to  may  forms  of  fis- 
suivs,  fistula-,  cysts,  etc,  of  the  neck  and 
lie.  1711     .\iiiniiin>,  chcst,   such   as   the    so-called    branchial 

]  111'  iinii-  iirc  iihsiiit  cysts,  branchial  fistula-,  auricular  appen- 

dages, tracheal  fiatula'.  The  lower  jaw 
may  Im-  absent  (agnathia*.  I'nder  these  conditions  the  mouth  may  be 
ropi-esented  by  a  small  opening  and  the  ears  are  placed  low  down  and 
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near  the  median  line  (synotia)  (Fig.  179).  There  may  be  fissure  of 
the  sternum,  sometimes  with  protrusion  of  the  thoracic  viscera,  among 
others  the  heart — ectopia  cordis.  Fissure  of  the  diaphragm  may  occur 
with  that  of  the  sternum  and  permit  displacement  of  the  abdominal  and 
thoracic  viscera.  The  imperfect  closure  of  the  aAdamiruU  wall  leads  to 
various  forms  of  lesions.     Thus  there  may  be  a  patent  urachus,  the 


Fio.  179.— Synopiithalhia,  Aosathia,  and  Stsotia. 
The  nidimfnln  of  two  pycH  arc  fused  &nd  occupy  a  {-ommon  orbit.     A  wart-like  proMsa 
lies  qIjovc  the  orbit.      The  lower  jaw  is  alwrnt— agnalhia.     The  mouth  ia iimall.     The  €»™ 
am  low  and  near  thcmiildiv  line  between  the  upgH^rjaw  oiid  the  neck — aynotia. 

formation  of  a  Afeckd's  direrliculiim  (s-^c  p.  618),  umbilical  hernia,  or, 
wlien  there  is  large  deficiency  of  the  abdominal  wall — complete  abdom- 
inal fissure — there  may  l>e  prolapse  of  the  abdominal  viscera  (Fig.  180). 
Fissure  of  the  lower  porti  >n  of  the  abdominal  wall  may  lead  to  prolapse 
of  the  bladder,  and  the  bladder  itself  may  be  fissured  so  that  the  inte- 
rior of  the  prolapsed  organ  is  exposed — inveraio  vesica.     Such  fissures  in 
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the  asterior  mediaa  line  may  involve  the  urethra,  leading  to  epwpadiaa 
or  hypospadias. 

A  failure  of  the  walls  of  the  medullary  groove  in  the  posterior  median 
line  of  the  body  to  fuse  properly  leads  to  sigmficant  malformations  of 
the  central  nervous  system.  This  failure  may  be  complete — cranior- 
rhachiMhisia  totalis  {Fig.  181).  There  is  a  wide  irref;ular  groove  involving 
the  dorsal  aspect  of  the  head  and  trunk.     In  this  condition,  however, 


Prol»pa«  of  the  Bbdominol  v 


B  tliruugli  imperiixl  closure  of  abdominnl  vail. 


the  anterior  portions  of  the  brain,  with  the  nose  and  eyes,  maybe  formed, 
thoufrh  distorted. 

But  there  may  be  only  a  partial  failure  in  the  closure  of  the  medullary 
groove,  limited  to  longer  or  shorter  scgmcnt.s,  espeiially  in  the  cervical 
and  sacral  regions.  Thus  arise  various  forms  of  mydomeninffocvh.  in 
which,  the  pressure  from  within  not  iwing  sustained  by  vertebral  an'hcs, 
often  forces  the  skin  and  underlying  soft  parts  outward  in  the  form  of  a 
pouch  or  sac  (Fig.  1S2). 

A  local  failure  in  the  closure  of  tlip  anterior  portion  of  the  medullary 
groove  may  lead  to  many  malformations  of  the  brain — craitio«ch i^tn, 
hemieejAalia,  acrania — and  to  various  forms  of  mcHini/ocele.     Thus  in 
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fissures  of  the  skull  there  may  be  prolapse  of  parts  of  the  brain  and  its 
membranes,  forming  with  the  enclosing  skin  pendent  pouches  of  various 
forma — cvcepkalomeninijocele  (Fig.  183).  The  vault  of  the  skull  may 
be  absent,  and  on  the  base  there  may  lie  small  amounts  of  brain  substance, 
or  this  may  be  entirely  al>aent — aneiwcphalia  (Fig.  184).  For  the 
details  of  these  lesions  we  must  refer  to  the  chapter  on  the  Nervous 
System  and  to  special  works  on  malformations. 

In  many  of  the  developmental  lesions  of  the  brain,  the  anterior 
parts,  especially  the  optic  vesicles  and  the  olfactory  bulbs,  are  often 
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nii-dullary  groove  along  a  portion  of  the  poster 


but  little  affected.  Hut  we  may  note  hei-e  one  of  the  striking  mal- 
formations which  results  in  the  fu.<jing  of  the  eyes  into  one  placed  in 
the  foi-chead  near  the  median  lino.  This  condition  is  called  aynofh- 
thalniia  or  cyHojiin  (see  p.  179). 

Finally,  there  may  he  an  arrest  of  development,  more  or  leaa  com- 
plete, of  the  brain  or  some  of  its  parts — micrencephaluB. 

In  one  phase  of  malformation  involving  single  individuals,  paired 
organs  may  be  grown  together,  for  example  in  the  so-called  "  horm~ 
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shoe  kidney"  (Fig.  185).  Or  single  organs  may  retain  lobular  forms 
belonging  to  an  early  period  of  life — lobulatcd  kidney. 

There  may  be  supernumerary  parts,  such  as  tingers,  toes,  etc.,  or 
organs — spleen,  adrenals,  lungs,  pancreas.  There  may  be  fusion  of 
fingers  and  toes,  fretjuently  involving  all  of  the  extremities.  Various 
congenital  malformations  commonly  due  to  arrest  of  development  are 
exemplified  in  the  diverse  phases  of  "  club-foot  " — talipes — and  "  club- 
hand " — lalipumanus. 

Foetal  structures  which  in  the  normal  development  should  make  way 


FlQ.    182. HrELOHENIXdOCF'.LE  SaCHALIS — SpiNA   BlFinA. 

From  a  partial  rsilure  in  the  clonure  of  the  mpdiillory  K^oovf,  tliis  snt-  ia  formpil  con- 
taiaiDg  fluid  and  lliu  loner  |NiTtiiiii  ul  tlir  iipiiinl  cord. 

for  adult  organs  may  persist.     Thus  the  urachus.  the  Wolffian  ducts, 
parts  of  the  branchial  clefts,  may  remain. 

Through  adhesions  of  the  membranes  or  by  abnormal  winding  of 
the  umbilical  cord  about  the  neck  or  the  extremities  (Fig.  ISGI,  partial 
decapitation  or  amputation  of  a  limb  may  take  place  (Fig.  1S7).  So 
also  by  adhesions  of  the  surface  of  the  embryo  and  the  placenta  or 
the  membranes,  various  disturbances  of  growth  may  occur. 
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Normal  and  Fathological  Conditions  in  which  Two  or  More 
Individuals  Develop  Together. 

Two  or  more  individuals  may  develop  together,  the  bodies  being 
separate  as  in  normal  twins,  triplets,  etc.,  or  the  iadtviduals  being  more 
or  Ipss  closely  joined  or  merged.  This  duplication  may  l>e  evident,  so 
that  the  nature  of  the  complexity  is  clear;  or  one  of  the  individuab 
may  develop  greatly  in  exces.s  of  the  other. 

Twins,  Triplets,  etc. — Pregnancies  may  I>e  complicated  by  the  de- 
velopment   in  the  uterus  of  two  or   mure  embryos.     These  are  called 


Tlicro  ia  a  luAuif  m 


',  filling  llic  piiui 


twins,  triplets,  etc.     This  duplication  may  ai-ise  by  the  development  of 

separate  ova  or  the  formation  of  more  than  one  embryo  from  one  ovum. 

Twins  and  triplets  developed  from  one  ovum— homologous  twins — 

are  always  of  the  same  sex;   and  if  both  develop  normally  they  usually 
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closely  resemble  each  other.  But  the  individuals,  if  born  alive,  often 
do  not  develop  equally;  one  may  be  less  well  nourished  than  the  other, 
from  a  dbturbance  of  the  vascular  supply,  for  example. 

One  of  the  twins  may  die  early  in  pregnancy  and  suffer  varying 
degrees  of  degeneration  into  a  shapeless  mass,  or  may  die  later  and  be 
bom  prematurely  or  at  the  delivery  of  the  living  twin  (Fig.  188).  Some 
of  these  abortive  forms  are  without  a  heart  or  have  only  a  rudiment 
of  that  organ.  These  are  called  acardiac  monsters  (falus  acardiacua). 
They  may  consist  of  connective  tissue,  rudimentary  bones  and  portions  of 
intestine,  and  are  covered  by  skin  with  hair — acardiacvs  amorphus. 
Or  there  may  be  a  more  or  less  distinctly  formed  head  without  a  corre- 


Fio.  194.— Chakioschisib. 
The  vmult  of  the  ei 


Bponding  trunk — acardiacits  acornuts.  There  may  be  a  faiily  well 
developed  trunk  with  viscera  and  a  rudimentary  heart,  but  no  head — 
aeardiacue  acepkaitta.  Finally,  there  may  be  a  relatively  well  developed 
trunk  with  defective  extremities  and  a  rudimentary  heart — acardiacus 
anceps. 

In  all  of  the  above  duplications  the  fusion  is  confined  to  the  placenta 
and  its  appendages,  the  bodies  of  the  twins  being  separate. 

Double  Honsten  (Honstra  duplicia). — The  union  to  any  considerable 
extent  of  the  embryos  themselves  is  pathological,  and  the  malformations 
ftre  classified  as  double  monsters. 

In  these  unions  of  twins  there  may  be:  Ist,  complete  duplication 
of  the  axis  of  the  germinal  area,  bo  that  there  is  a  double  development 
of  the  central  nervous  system,  while  the  remaining  parts  are  more  or 
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less  fused;  or,  2d,  there  may  be  only  n  partial  duplication  of  the  axis, 
so  that  either  the  head  or  in  the  sacral  region  there  may  be  double  develop- 
ment, while  at  the  other  extremity  the  body  is  single.' 

We  shall  now  look  briefly  at  some  of  the  forms  of  double  monsters 
in  which  the  individuals  are  more  or  less  symmetrically  united. 

There  may  be  fusion  of  the  bodies  in  the  thoracic  region.  The 
ensiform  processes  aj-e  united  by  cartilage,  union  of  the  soft  parts  ex- 
tending over  the  umbilical  region.     The  thoracic  and  abdominal  cavi- 


Fio,  185.- 

The  kidne>'B  are  iu  place  in  the  body  or  the  young  chUd.     They  mre  lobulstod  witb 
the  large  adrcnala  above  them. 

ties  are  separate.  This  malformation  is  railed  liphopoffus.  Such  were 
the  celebrated  Siamese  twins  who  lived  to  the  age  of  sixty-three.  In 
other  cases  there  is  a  common  thoracic  cavity,  usually  with  two  hearts 
and  two  pairs  of  lungs  more  or  less  malformed  (Fig.  189  and  Fig.  190). 
The  abdominal  cavities  may  also  be  united.  Parts  of  the  intestine  may 
be  common  to  both  twins.  These  monsters  are  called  0u}racop<igux. 
They  do  not  long  survive  birth.  The  fusion  may,  however,  extend  up- 
'  See  Tkoma,  I.e.,  foot-noto,  p.  303. 
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ward  so  that  two  upper  extremities  may  fuse — thoracopagus  tribra- 
ehitis;  or  two  of  the  lower  extremities  may  fuse— thoracopaytis  triptta; 
or,  finally,  the  fusion  may  embrace  the  head  so  that  the  faces  are  more 
or  less  united — prosopothoracopagus.  The  cephalic  and  thoracic  regions 
may  remain  separate  while  fusion  takes  place  from  the  umbilicus  to  the 
pelvic  region.  The  spinal  column  is  duplicated  while  there  is  a  common 
pelvic  ring — wckiopagus. 

There  may  be  fusion  of  the  otherwise  separate  twins  in  the  cranial 


FlO.   186. — FcETTS,    WTTH    UuHILICAI,   CORD    COCLKB    AhOIXD    THE    XecK    AND    Leo. 

legion — craniopagus.  The  union  is  usually  only  of  the  scalp  and  cranial 
bones. 

The  head  and  the  upper  part  of  the  body  may  be  single,  or  the  head 
alone  may  be  single,  while  the  abdomen  and  pelvis  are  separate.  There 
may  be  four  or  less  lower  extremities.  Such  malformations  are  called 
dipsfgi. 

There  may  be  union  of  the  head,  neck,  or  chest,  so  that  there  arc  two 
faces  more  or  less  symmetrical  looking  in  opposite  directions — janiccjis 
or  janui. 
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In  cases  in  which  there  i.s  only  n  partial  iliipUcation  of  the  axis,  this 
may  be  most  marketl  at  the  cephalic  nr  caudal  extremity.  Thus  may 
be  formed  an  individual  with  duplication  of  the  face — diprosopus.  Thus, 
depending  upon  the  depree  of  duplication,  arise  diprosofius  dhloinus; 
d.  diophihalmus ;  d.  Iriophthalmuit ;  d.  tetraphlhatmuif.  But  this  an- 
terior duplication  may  extend  to  the  whole  head.  Thus  arise  the  two- 
heiulcd  monsters— </(V(7'/(rt/!(a — ^which  accordint;  to  the  degree  of  dupli- 


lJm 
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cation  "t  the  U])pcf  extreniilioa  are  called  dicephalua  trlbrathiua ; 
diccphalu.1  trtrnhriii-liiu^. 

Finally,  ihe  bodies  ai-e  united  |>osteriorly  in  the  rcftion  of  the  sacrum 
and  coccyx.  This  nialfornuition  is  called  ;i,vtf" /'"£/"•*■  The  individuals 
may  live  for  years. 

In  the  double  malformalions  which  we  have  thus  far  considered 
there  has  been  a  more  or  less  symmetrical  development  of  the  physically 
jnineil  I  wins.  But  for  various  I'easons  it  often  happens  that  one  of  the 
individuals  is  arrested  in  its  develojimont,  while  the  other  continues. 
This  condition  is  analiijioua  with  that  already  considered  in  which  the 
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arrest  of  development  involved  an  independent  acardiac  individual 
which  was  not  viable.  But  in  the  present  case  the  arrested  twin  is 
joined  to  the  other  as  a  part  of  a  living  organism,  and  its  life  is  thus 
maintained  by  the  more  favored  relative.  Under  these  conditions 
the  more  completely  developed  twin  is  called  the  autosile,  the  arrested 
embryo,  the  parasite  (Fig.  191). 

The  rudimentary  structure,  the  parasite,  may  be  variously  developed. 
It  may  have  extremities,  various  forms  of  tissue,  nerve,  muscle,  intestine, 


The  individiuU  u«  BepnratP.    Oae  died  early  in  ulero  and  is  only  partially  developed 


etc.  It  may  be  formed  of  a  jumble  of  tissues  with  cystic  cavities  which 
may  be  lined  with  epithelium.  Its  size  varies;  it  may  be  as  large  as  the 
body  of  the  autosite.  Thus  may  be  formed  the  parasitic  thoracopagus, 
attached  to  the  sternum,  or  the  i>arasilic  ischiopagus  and  parasitic 
craniopagus.  So  also  are  formed  the  epignathus.  in  which  an  acardiac 
parasitic  rudiment  is  attached  to  the  autosite  in  the  facial  region.     The 
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ru<lim<'ni:iiy  cml»i\vo  m;iy  be  iittiiclinl  in  tlii'  s;n'r:il  rt'sriim,  foniiinii  sa- 
cral :ij)ponil:i!i<'rt  or  tiinuits — unrnil  liTnloHiiila. 

Fin.illy,  the  soiotul  iiulividiml   may  l>c  muili  1p?!s  devolopeil  than 
in  tin-  cast's  whicli  we  liavc  thus  far  siirveyeil,  ami  may  W  icprcseiiicil 


only  I>y  formless  appdnhifres  or  by  inchisions  in  different  parts  of  the 
body,  which  are  made  up  of  various  and  <)fteii  ((unples  tissues — fibrous 
tissue.  ncv\c  tissue,  bone,  teeth,  carlihifre.  mii.icie,  glands.  These  are 
Cidlctl  trrnloiilx.  dirmnuh,  jnUd  inrluainns,  rntujrmlal  teratomrUa.  They 
may  occur  in  the  <ivaneH,  or  testicles,  or  about  the  head,  in  the  media- 
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stiniim,  or  in  the  sacral  resion,  and  elsewhere.     They  often  Ijecome 
cystic  and  may  give  origin  to  various  forms  of  tumors. 

The  teratomata  are  apparently  derived  cither  from  impregnated 
polar  globules  or  more  probably  fi'om  a  portion  of  the  blastoderm  sep- 
iirated  at  an  early  period  from  the  cell  complex  which  goes  to  form  the 


I.  too. — Skklkton  or  Tiioii.ic 


developing  fcctus.  The  separated  cells  may  lonj:  remain  latent,  finally 
lieginning  to  grow  with  the  power  to  form  complex  titisue  and  structure, 
but  only  in  a  jumbled  mass,  embra<-ed  within  or  attached  to  the  developed 
individual.  Some  of  the  teratomata  are  comparatively  simple  in  struct- 
ure. Their  nature  is  often  revealetl  by  the  heteroloj^ous  character  of 
their  component  structures.  The  ectodermal  elements  are  often  most 
conspicuous  (see  p.  340). 


SIS  BdALFORHATlONS 

We  thus  see  in  aummarj'  of  this  brief  survey  of  complex  malforma- 
tions in  general  that  under  normal  conditions  two  or  more  individuals 
may  develop  together  in  the  uterus — twins,  triplets,  etc.  Under  patho- 
logical conditions  the  individuals  may  be  more  or  less  united,  forming 
double  monsters.     The  duplex  individuals  may  develop  more  or  leas 


Via.  191.— Child  with  Acardiac  Tahabitb  Attachkd  Pobtcriorlt. 
One  of  tliG  Iwiiif,  tlie  uutOHitf,  liai  developed;  the  other  only  partially. 

symmetrically  with  independent  cerebrospinal  axes  and  various  degrees 
of  union.  Or  the  development  may  be  very  unequal,  so  that  one  is  a 
more  or  less  obvious  appendage  to  the  other.  Finally,  one  of  the  indi- 
viduals may  exist  as  a  mere  complex  rudiment  attached  to  or  within  its 
more  favored  mate. 


CHAPTER  XL 

TUM^BS. 

The  Nature  and  Characters  of  Tumors  in  General. 

The  word  tumor,  which  was  originally  applied  to  any  swelling,  has 
become  more  and  more  strictly  limited  in  meaning  until  it  is  now  com- 
monly used  to  designate  certain  more  or  less  circumscribed  new  tissue 
growths  or  neoplasms.  But  the  formation  of  new  cells  and  new  tissues 
is  of  such  common  occurrence  under  normal  as  well  as  under  various 
abnormal  conditions  that  it  is  desirable  for  us  to  fix  if  possible  upon 
some  features  by  which  the  tissue  growths  called  tumors  may  be  distin- 
guished from  other  normal  or  abnormal  new-formed  tissues.  In  the 
first  place  tumors,  like  all  tissues  formed  in  the  body  after  embryonic 
life,  are  produced  by  the  proliferation  of  cells  of  normal  types,  each  of 
its  kind. 

It  would  be  well  in  this  connection  to  remember  that  a  given  cell  of  whatever 
type,  be  it  of  connective  tissue,  muscle,  gland,  or  nerve,  can  fully  maintain  the  char- 
acters of  its  type  only  so  long  as  the  conditions  of  its  life  do  not  greatly  differ  from 
those  under  which  by  adaptation  to  environment  the  type  was  finally  fixed.  The 
characters  of  cells  are  largely  shaped  by  heredity,  and  these  characters  are  maintained 
with  great  tenacity,  but  both  in  form  and  function  cells  may  be  largely  swayed  by 
external  influences.  The  marks  of  departure  from  the  type  in  cells  subjected  to  an 
unusual  environment  may  be  evident  when  expressed  in  form  or  structure,  and  some- 
times in  function,  but  it  is  well  not  to  forget  that  even  our  most  refined  methods  of 
study  of  cells  leave  by  far  the  greater  part  of  their  metabolic  performances  wholly  in 
the  dark,  while  we  seem  as  yet  to  be  only  on  the  threshold  of  knowledge  of  their  struct- 
ural details. 

These  considerations  a:te  especially  important  in  the  study  of  tumors  as  of  all 
new  tissue  formations,  because  the  key  to  our  understanding  of  these  lies  largely  in 
the  appreciation  of  the  fact  that  every  cell  in  the  differentiated  tissues  comes  from  a 
cell  of  the  same  type.  But  this,  which  is  sometimes  called  the  principle  of  legitimate 
succession  in  cells,  assumes  that  the  conditions  under  which  the  life  of  the  new  cell  is 
maintained  shall  not  depart  too  widely  from  the  normal,  that  is,  the  usual.  The 
bearing  of  this  limitation  will  be  evident  as  we  proceed  in  our  study  of  tumors. 

The  capacity  for  cell  proliferation  is  most  marked  in  the  embryo  and 
during  the  earlier  periods  of  individual  life.  When  the  body  attains  its 
development,  the  power  of  cell  reproduction,  as  we  have  seen  (see 
Regeneration,  p.  64),  is  largely  limited  to  special  forms  of  tissues,  such 
as  connective  tissue,  the  blood,  and  certain  kinds  of  epithelium.  This 
constant  normal  regeneration  makes  good  the  wear  and  tear  of  normal 
cell  life.  But  here  the  capacity  for  multiplication  in  the  cells  is  closely 
confined  to  the  requirements  of  the  body.  A  definite  physiological  con- 
trol is  evident,  similar  in  character  to  that  under  which  in  normal  devel- 
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opment  the  amount  of  new  tissue  is  limited  and  its  adaptation  to  the 
organism  as  a  whole  secured. 

Under  normal  conditions,  furthermore,  there  may  be  a  ver}'  large 
new  formation  of  tissue  under  special  physiological  excitation,  as  in  the 
mammary  gland  and  the  uterus  in  pregnancy.  But  here  also  the  charac- 
ter and  amount  and  the  functional  capacity  of  the  new  tissue  are  strictly 
limited  and  subservient  to  the  welfare  of  the  individual. 

Let  us  now  turn  from  these  normal  new  tissues  to  those  which  are 
abnormal.  We  have  already  seen,  especially  in  our  study  of  inflamma- 
tion, that  new  tissues  may  form  even  in  considerable  amount  under 
abnormal  conditions,  such  as  injury  with  subsequent  repair;  degenera- 
tions and  destruction  of  parenchyma,  prolonged  hypera?mia,  and  in 
compensatory  hypertrophies.  But  under  these  various  conditions  also 
the  tissue  growth  is  local,  approximately  typical  in  structure,  usually 
limited  in  amount,  and  in  most  cases  appears  measurably  to  accord  in 
nature  and  distribution  with  the  maintenance  of  the  structural  integrity 
and  general  welfare  of  the  individual.  The  new  tissue,  in  other  words, 
maintains  under  all  these  varied  conditions  a  definitely  co-ordinated  re- 
lationship to  the  body  as  a  whole. 

While  it  is  as  yet  impossible  to  define  tumors  in  such  a  way  as  abso- 
lutely to  distinguish  them  from  such  other  new  tissue  formations  as  we 
have  just  cited,  they  are  in  general  characterized  by  such  independence 
and  by  such  irregularity  in  growth  both  in  structure  and  extent;  by 
such  a  lack  of  relationship  to  the  functional  requirements  of  the  indi- 
vidual;* by  such  an  emancipation  from  that  subtle  physiological  re- 
straint which  limits  cell  growth  and  proliferation  in  the  normal  body, 
and  in  the  new  tissue  formation  in  repair,  that  their  distinguishing 
character  is  perhaps  best  indicated  by  the  word  autonomy y  or  by  the  more 
striking  suggestions  of  the  term  cvll-anarchy. 

The  autonomous  or  independent  character  of  tumors,  as  has  been 
very  clearly  formulated  by  Thoma,  is  especially  manifested  in  the  dis- 
tinct limitation  of  the  growth  at  the  start;  in  the  tendency  to  variation 
in  the  structural  type:  in  various  functional  aberrations  of  the  new  cells; 
in  their  interference  by  compression  or  otherwise  with  adjacent  parts; 
in  their  proneness  to  multiply  through  local  or  distant  transplantation 
of  cells;  and  finally,  in  their  liability  to  various  forms  of  degeneration  and 
necrosis.  Furthermore,  the  independent  character  of  tumors  is  marked 
by  the  fact  that  the  characteristic  cells  forming  the  tumor  are  the  prog- 
eny of  the  earlier  cells  in  which  the  tumor  starts,  so  that  the  tissues 
in  which  the  tumor  may  be  placed  share  only  in  a  secondary  way  in  its 
structure.  But  tumors  are  of  course  dependent  for  their  nutrition  upon 
the  general  blood  supply  and  upon  the  suitable  conditions  for  growth 
which  their  situation  among  other  tissues  alone  makes  possible. 

The  reason  why  we  cannot  more  accurately  characterize  tumors  in 
distinction  from  other  new  tissue  formations  is  chiefly  because  we  do  not 

*  An  example  of  a  certain  physiological  imieix^ndenoo  in  tumors  is  seen  in  lipomata,  in 
which  a  large  amount  of  fat  tissue  may  pereint  in  an  ill-nourifihed  individuftl  whooe  fat  ham 
otherwise  almost  wholly  di8api^>oarcHl ;   or  in  myomata  of  an  extremely  a  lophied  utenia. 
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yet  know  what  are  their  immediate  excitants.  To  this  subject  we  shall 
presently  return,  but  we  must  first  look  at  the  general  characters  of 
tumors. 

Tissue  Types  in  Tumors. — Tumors,  as  we  have  seen,  are  composed  of 
the  same  types  of  tissue  as  those  normally  existing  in  the  body,  and  from 
the  latter  they  are  derived  by  a  proliferation  of  pre-existing  cells.  Thus 
tumors  of  the  connective-tissue  type  originate  in  connective-tissue  cells, 
of  the  epithelial-tissue  type  in  epithelium,  of  muscle  in  muscle,  etc. 

While  the  general  types  of  tissue  are  maintained  in  tumors,  there  are 
many,  more  or  less  well-defined  departures  from  these.  It  should  be 
remembered  that  the  formation  and  maintenance  of  typical  cell  forms, 
and  of  typical  topography  in  organs,  are  closely  dependent  upon  many 
factors,  for  example  upon  mechanical  pressure,  nutritive  conditions, 
relationship  to  surrounding  parts,  nerve  relations,  and  many  others. 
But  under  the  conditions  in  which  tumors  grow,  all  these  factors  may 
suffer  most  significant  disturbances,  so  that  the  shape,  size,  structure, 
and  mutual  relationship  of  cells,  their  grouping,  gland  types,  and  various 
functional  characters,  may  suffer  such  modifications  that  great  diffi- 
culties are  often  encountered  in  the  attempt  to  classify  tumors  in  accord- 
ance with  the  established  tissue  types.  Tumor  cells  also  depart  from 
the  type  in  that  they  often  represent  embryonic  or  reversion  forms. 

Tumors  are  not  only  analogous  to  the  normal  tissues  of  the  body  in 
structure,  l)ut  their  life  history  is  manifested  under  the  same  general 
laws  of  nutrition,  growth,  reproduction,  etc.  They  are  supplied  with 
blood-vessels  which  grow  into  them  from  adjacent  healthy  parts,  just  as 
these  do,  for  example,  into  granulation  tissue,  so  that  they  may  finally 
possess  a  more  or  less  independent  vascular  system. 

The  blood-vessels,  however,  especially  of  rapidly  growing  tumors, 
are  in  many  respects  atypical  and  not  as  sharply  differentiated  into 
arteries,  veins,  and  capillaries  as  are  the  vessels  of  normal  tissues.  Many 
vessels  with  wide  lumina  have  thin  walls,  with  few  muscle  or  elastic 
fibres  in  them.  Thus  the  blood-vessel  system  of  such  tumors  is  often 
made  up  of  an  irregular  meshwork  of  vascular  trunks,  which  in  their 
branchings,  anastomoses,  width  of  lumen,  and  thickness  and  structure 
of  their  walls  are  quite  abnormal,  and  in  which  the  blood  is  conveyed 
in  most  unsystematic  fashion  from  its  diverse  entrance  channels  to  its 
irregular  exits.  The  cells,  especially  of  malignant  tumors,  often  grow 
much  more  rapidly  and  are  larger  in  the  vicinity  of  blood-vessels  than  else- 
where (Fig.  204).     Tumors  have  lymph-vessels,  and  some  of  them  nerves.* 

The  intercellular  framework  of  tumors  may  be  in  a  measure  fur- 
nished by  the  connective  tissue  of  the  part  in  which  they  grow.  The  tis- 
sues by  which  tumors  are  connected  with  surrounding  parts  or  are  more 
or  less  definitely  encapsulated,  most  commonly  originate  from  without. 
The  tumor  in  many  instances  bears  the  relationship  of  a  foreign  body 
to  its  surroundings,  and  a  reaction  to  its  presence  is  incited,  quite  analo- 
gous with  that  which  we  have  already  seen  in  the  case  of  alien  substances 
in  an  earlier  chapter. 

*  For  a  study  of  ner\*e8  in  tumors  hpc  Ytvng,  Jour.  Expcr.  Med.,  vol.  ii.,  p.  1,  1S97.  bibl. 
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While  the  cell  divisions  by  which  tumors  grow  exhibit  in  fjeneral  the 
same  minute  phenomena  as  does  cell  division  in  normal  tissues  (see  p. 
66),  abnormal  mitosis  is  frequent.  Thus  it  may  be  multipolar;  the 
chromatic  substance  may 
present  great  irregularity 
in  form  and  amount  (Fig. 
42,  p.  fi"):  thero  mnv  he 
incomplete  nuclear  divi- 
sion, or  the  new  nuclei  may 
varj'  -in  size '  and  form. 
While  all  these  abmirniiili- 
ties  may  occur  in  other 
new  tissue  formations  and 
may  be  expeiimeiitally  in- 
cited, they  are  unusually 
frequent  in  certain  tumors 
and  mark  one  of  the  ways 

Fig    10'  -  -Multiple  Xddvlah  SAH^•.JMAT.^  ,>k  '"^  which  the  lawlessness  of 

THE  Skin.  fumor    growths    is    ninni- 

fested. 

Degenerative  and  Destructive  Processes  in  Tumors. — Tumor  tissues 

are  subject  to  the  same  degenerative  chanjies  as  other  tissues;  they  may 

become  fatty  or  calcified,  ulcerated,  gangnnoua,  pigmented,  etc.     liy 


Fig.  193. — Sarcoma  or  the  Forearu. 
A  tumor  of  the  lobulated  type. 

necrosis  a  tnmor  may  be  largely  destroyed,  though  complete  obliteration 
rarely  occurs  in  this  way.     They  are  liable  to  undergo  the  ordinary  in- 


f1ammator>'  changes,  Rraniilatiim  tissue  iimy  form  in  them,  and  abscesses 
unt)  do  at  rices. 

The  rapidity  of  growth  of  tumors  varies  greatly;  some  grow  very 
slowly  indeed  and  may  change  but  imperceptibly  in  size  and  appearance 
for  years,  while  others  grow  so  fast  that  they  do  not  acijuire  solidity,  and 
their  elements  remain  in  an  in- 
completely developed  conJiti<m 
and  are  thus  more  liable  to  de- 
structive changes  than  are  nor- 
mal tissues.  In  healthy  tissues 
the  blood-vessels  are  supported 
by  surrounding  elements,  whicli 
aid  them  in  sustaining  the  blood 
pressure  from  within.  In  rap- 
idly growing  tumors  this  exter- 
nal support  in  often  lacking, 
and,  as  the  walls  of  the  blood- 
vessels are  themselves  often 
badly  formed,  the  result  is  that 
the  walls  are  apt  to  become 
pouched  or  aneurismal,  and  they 
often  burst,  giving  rise  to  larger 
or  smaller  interstitial  ha'mor- 
rhnges. 

Shape,  Sze,  and  Modes  of 
Extension  of  Tumors. — Tumois 
have  various  shapes:  nodular, 
tuberous,  fungoid,  polypoid, 
papillary,  dendritic,  lolmlated, 
etc.  (see' Figs.  192,  l!i:{.  1!)4). 

Tumors  may  occur  singly  or 
in  greater  or  less  niunbers  in  the 
same  or  in  diffei-ent  parts  of 
the  body.  If  they  be  nudtiple 
they  may  have  occnn-ed  simul- 
taneously or  at  different  times 
as  independent  siructures.  Or,  i-m.  liM.— a  n<ii.vi.*r  Prii.Troin  Ti-hoh— 
multiple  tumors  may  occur  as  rijiH..MA— iiAMiisii  rn<,»  thk  Vima. 

the  result  of  the  dissemination  in 

the  Iwdy,  from  a  primary  tumor,  of  cells  which  form  a  starting-point  for 
new  tumors.  .Many  tumors  ai-e  sharply  cirrumscrilicd,  may  be  even  en- 
capsulated, and  influence  surrounding  parts  only  by  the  pressiirc  which 
Ihey  exert  upon  them.  In  this  way  they  may  cause  displacement,  atro- 
phy, or  necro.-iis;  they  may,  by  i»re.-isure  i>n  neighboring  vessels,  induce 
cedema,  thrombosis,  etc.;  they  may  in  the  same  way  lead  to  dislocation 
and  caries  of  bones.  But  tumors  may  ilamage  their  surrounding  tissues 
l)y  the  phagocytic  action  of  thfircclls,  by  (he  ])roduc(s  of  their  perverted 
metabolism,  imperfect  secretions  or  degenerative  material,  or  dii-ectly 
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as  foreign  bodies.  Thus  Various  phases  of  inflammatioQ  and  tissue 
destruction  may  occur  in  the  neighborhood.  Leucocytes  may  enter 
the  tumor  from  without,  and  through  these  and  other  phagocytes  the 
tumor  tissue  itself  may  suffer  damage. 

Tumors  may  grow  largely  by  increase  of  elements  within  them,  thus 
simplj'  expanding;  this  is  called  central  or  expansive  growth.  They  miiy 
grow  in  part  or  largely  at  the  surface — peripheral  growth.  In  this  case 
the  growth  may  be  a  direct,  continuous  enlargement  of  the  mass  at  or 
near  the  periphery,  the  tumor  tissue  growing  in  among  the  surrounding 
parts.  In  this  case  certain  tumor  cells,  especially  those  of  the  connec- 
tive-tissue type,  may  "  emigrate  "  and  may  act  as  phagocytes.  This 
is  called  infiltrating  peripheral  growth.  On  the  other  hand,  peripheral 
growth  may  take  place  by  the  formation  of  secondary  nodules  near 
the  primary  growth,  which,  gradually  enlarging,  finally  coalesce  with  the 
latter,  forming  a  part  of  the  nodular  tumor.  This  mode  of  enlargement 
is  called  discordinuous  peripheral  growth,  and  is  due  to  the  dissemination 
of  cells  from  the  mother  tumor  into  the  adjacent  tissue  through  the  blood- 
or  lymph-channels  and  their  proliferation  at  the  points  of  lodgment. 
This  dissemination  may  occur  by  the  agency  of  blood  or  lymph  currents 
or  by  the  am«Eboid  movements  of  the  cells.  Those  new  cells  formed  in 
tumors  which  are  characteristic  of  the  growth  are,  it  should  be  remem- 
bered, all  descendants  of  the  cells  in  which  the  neoplasm  starts  and  main- 
tain their  general  type.  But  the  old  tissue  of  the  part  in  which  the  tumor 
grows  may  remain  with  its  vessels  and  form  a  matrix  whose  interstices 
are  filled  with  the  new  tumor  tissue;  or  the  old  tissue  may  furnish  the 
starting-point  for  a  new  growth  of  a 
fibrous  and  vascular  nutrient  and  sus- 
taining stroma. 

Metastasis  of  Tiunors. — All  tumors 
are  not  limited,  as  we  have  seen,  to 
that  part  or  region  of  the  body  in  which 
they  firstoccur.  Sooner  or  later  second- 
ary nodules  resembUng  the  first  may  be 
found  in  distant  parts  of  the  body,  some- 
times singly,  sometimes  in  great  num- 
bers. These  may  grow  like  the  parent 
tumor,  and  themselves  form  foci  for 
new  disseminations. 

This  dissemination  of  tumors  is  one 
of  the  important  elements  of  malig- 
nancy, and  is  called  metastasis,  the  sec- 
ondary tumors  being  called  metastatic 
tumors.  Metastasis  usually  occurs  by  the  transportation  of  tumor 
cells  through  the  blood  or  lymph  channels  {Fig.  195),  Since  the 
tumor  itself  may  contain  new  and  badly  formed  blood-  and  lymph-ves- 
sela,  and  its  structures  be  in  close  contact  with  the  vessels  of  the  tissue 
in  which  it  grows,  the  cells  of  the  primary  tumor  may,  by  ulceration 
through  or  by  atrophy  of  the  walls,  readily  find  their  way  into  the  lumea 


Fig.  195. — A  Titkor-cell  Embolus 
Gbowino  is  a   Blood-Vebhel  it  a 
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of  the  vessels  and  be  swept  away  by  currents  as  emboli,  and,  finding 
lodgment,  proliferate  and  grow,  forming  secondary  tumoi-s;  or  the  pro- 
liferation may  occur  in  the  vascular  endothelium  itself,  when  the  for- 
mation of  emboli  is  easy  to  understand.  When  carried  through  the 
lymph-vessels  the  tumor  cells  may  for  some  time  be  kept  from  the  larger 
channels  and  from  general  dissemination  by  lodgment  in  the  lymph- 
nodes,  where  they  may  establish  independent  tumors. 

The  tumors  in  which  metastasis  most  frequently  occurs  are,  as  a 
rule,  those  which  grow  rapidly,  are  vascular  and  succulent,  and  contain 
many  cells.  The  parts  of  the  body  in  which  metastatic  tumors  are  most 
apt  to  form  depend,  of  course,  upon  the  situation  of  the  primary  tumor 
and  the  distribution  of  the  vascular  channels  through  which  dissemina- 
tion occurs  in  accordance  with  the  general  principles  of  eml)olisni.  An- 
other form  of  metastasis  is  seen  in  the  dissemination  of  tumors  over 
serous  surfaces,  the  peritoneum  for  example,  in  which  the  mode  of  dis- 
tribution from  a '  primary  ulcerating  tumor  may  be  ol)vious.  The 
possibility  of  implantation  of  tumor  cells  upon  the  skin  or  mucous  mem- 
branes should  also  be  mentioned. 

Metastasis  affords  one  of  the  most  noteworthy  examples  of  the  great 
proliferative  capacity  of  the  cells  of  malignant  tumors.  For  in  the  metas- 
tasis of  normal  tissue  cells,  such  as  not  infrecjuently  occurs  after  in- 
juries to  the  b(mes  or  the  liver,  for  example — the  so-called  parenchyma- 
cell  emboli — the  transported  cells  usually  soon  die  and  are  disposed  of  as 
foreign  bodies.  J^ut  the  exalted  proliferative  capacity  of  detached  tumor 
cells  enables  them,  in  spite  of  adverse  conditions,  to  establish  and  main- 
tain fresh  foci  of  vigorous  tissue  growth.* 

The  Malignancy  of  Tumors. — Not  less  variable  than  the  size,  mode  of 
growth,  and  structure  of  tumors  is  their  significance  in  the  organism. 
It  is  customary  to  classify  tumors,  for  practical  purposes,  as  malignant 
and  benign,  liiul  for  a  longtime  mulignant  tumor  and  cancer  or  carcinoma 
were  synonymous  terms.  Now  we  know  that  other  tumors  as  well  as 
carcinomata  are  malignant,  and,  furthermore,  contrary  to  the  former 
l>elief,  that  malignancy  docs  not  depend  upon  any  specific  extracellular 
agent  in  the  tumor.  Hy  the  malignancy  of  a  tumor  is  not  meant  merely 
the  gravity  of  its  presence,  for  a  simple  fat  tumor,  by  pressing  on  the 
trachea,  mav  lead  to  suffocation,  and  any  tumor  mav  secondarilv  cause 
death  by  haemorrhage.  The  more  obvious  marks  of  malignancy  in  a 
tumor  are:  1.  Inrasion  of  adjacent  tis.sucs  h\j  eccentric  or  peripheral 
growth.  2.  The  tetulencij  to  local  rccurrem^e  after  removal.  .S.  The  for- 
mntion  of  metafita.'ies.  4.  A71  inter fercm^e  with  the  nutrition  and  general 
well-being  of  the  hodg^  which  may  give  rise  to  a  condition  known  as  cachexia. 

The  modes  of  invasion  of  surrounding  tissues  and  the  formation  of 
metastases  have  been  considered  above.  The  tendency  to  local  recur- 
rence after  removal  is  prol)ably,  in  most  cases,  due  to  the  incomplete 
removal  of  the  peripheral  infiltrating  colls.  Tliese  may  ])e  very  few  in 
number  and  lacking  in  characteristic  structural  features,  but  they  are  none 

*  For  astuilvrif  inctnstiisiB  in  hiMtrtlo^icnlly  heuign  tuinonj  see  linrrttmnn,  Zii-gler  Ik'itr.. 
Bd.  xl.,  p.  372.  ilMKi. 
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the  less  endowed  with  the  capacity  of  proliferation  and  development  into 
a  new  and  similar  tumor  at  or  near  the  seat  of  the  one  extirpated.  The 
infiltrating  peripheral  cells  may  remain  dormant  for  a  long  time  after 
an  operation,  or  may  immediately  commence  to  grow.  But  the  mere 
fact  that  a  second  tumor  develops  in  the  place  of  one  removed  does  not 
imply  malignancy,  since  this  may  result  from  a  continuance  of  the  con- 
ditions which  induced  the  first. 

The  drain  upon  the  system  by  the  rapid  growth  of  a  tumor,  together 
with  the  absorption  from  it  into  the  body  of  deleterious  materials,  from 
sloughing,  ulceration,  and  degeneration,  or  the  occurrence  in  it  of  local 
infection  with  various  micro-organisms  may  give  rise  to  fever  and  other 
constitutional  disturbances.  Or,  the  tumor  mav  induce  feebleness, 
anaemia,  and  that  general  impairment  of  the  nutritive  functions  of  the 
body  known  as  cachexia.  This  condition  is  frequently  rendered  worse 
by  the  mental  status  of  the  patient  in  the  presence  of  such  a  traditional 
object  of  alarm. 

It  should  be  remembered,  however,  that  so  long  as  they  are  localized 
and  have  not  undergone  degenerative  changes,  even  the  most  malignant 
tumors  do  not  usually  give  rise  to  a  cachexia,  since  the  drain  upon  gen- 
eral nutrition  by  their  simple  growth  is  not,  under  ordinary  conditions, 
very  great.  When  the  system  is  deteriorated  by  the  absorption  of  septic 
materials  from  tissue  degeneration,  however,  this  may  become  a  very 
important  factor. 

This  condition  of  cachexia,  with  our  present  knowledge,  so  evidently 
secondary  to  the  growth  and  degeneration  of  the  tumor,  was  formerly 
termed  a  dyscrasia  or  diathesis,  and  was  supposed  to  precede  and  induce 
the  growth  of  malignant  tumors,  particularly  cancers. 

It  will  be  seen  from  what  has  been  said  about  malignancy  in  tumors 
that  the  distinction  between  the  malignant  and  the  benign,  while  of 
great  practical  importance,  is  not  fundamental,  since  the  elements  of 
malignancy  are  largely  factors  of  the  mode  and  extent  of  growth,  and 
all  tumors  at  an  early  stage  are  in  a  clinical  sense  benign.  It  is  in 
the  last  analysis  by  their  apparently  almost  unlimited  potency  of  growth 
that  the  malignancy  of  tumors  is  marked. 

It  is  finally  to  be  noted  that  the  fragments  of  tumors  which  have 
found  access  to  the  vessels  may  act  as  simple  emboli  leading  to  imme- 
diate death,  or,  if  infected,  may  incite  metastatic  abscesses. 

It  was  formerly  supposed  that  the  cells  of  malignant  tumors,  particularly  of 
carcinomata,  had  a  characteristic  structure  and  appearance,  and  that  by  the  examina- 
tion of  sinj^le  or  of  a  few  separated  cells  the  nature  of  the  tumor  could  he  determineil. 
From  the  above  considerations  it  will  be  evident,  since  all  tumor  cells  have  their  pro- 
totypes in  the  normal  boily,  that  there  is  nothing  pathognomonic  in  the  appearances 
of  single  cells.  It  is  by  a  study  of  the  general  structure  and  of  the  topography  of  tumors, 
as  well  as  cjf  the  characters  of  the  individual  cells,  that  we  are  enablecl  to  determine 
their  nature.  And  even  then  we  must  often  brinj^  to  our  aid  the  clinical  historj'  and 
gross  apjjearances  of  the  growth  l)efore  a  tiefinite  conclusion  can  l)e  reached.  We 
may  indeed  sometimes,  aided  by  the  clinical  history  or  gross  appearances,  be  able, 
by  the  microscopical  examination  of  scrapings  from  a  tumor  or  of  fluids  from  an  internal 
cavity  in  which  it  is  growing,  to  form  a  reasonable  conjecture  regarding  its  nature. 
As  a  rule,  the  peripheral  i)ortions  of  the  more  rapidly  growing  tumors  are  best  adapted 
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for  microscopical  examination,  because  here  secondary  degenerative  changes  are  less 
likely  to  have  occurred  than  in  the  central  [)arts. 

Etiology  of  Tumors. 

The  etiology  of  tumors  is  one  of  the  most  complex  and  in  many  ways 
difRcuIt  subjects  in  general  pathology,  and  with  the  limitations  which 
the  character  of  this  work  imposes  we  can  touch  only  briefly  upon 
some  of  its  more  important  aspects,  referring  to  more  extended  works 
and  to  monographs  for  a  vast  amount  of  statistical  and  experimental 
data. 

General  Conditions  Relating  to  the  Occurrence  and  Growth  of  Tu- 
mors.— We  shall  first  consider  some  of  the  general  conditions  which  seem 
to  have  a  bearing  upon  the  occurrence  of  tumors. 

Age. — While  it  may  be  said  in  general  that  tumors  are  most  frequent 
in  adult  and  advanced  life,  it  is  noteworthy  that  tumors  of  the  connective- 
tissue  type  are  a])t  to  develop  earlier,  while  the  epithelial  tumors  are 
more  frequent  in  the  later  periods.  Thus,  in  one  thousand  and  sixty- 
three  cases  of  epithelial  tumors  analyzed  l)y  (iallard,  only  six  occurred 
in  the  first  ten  vears  of  life.  The  most  common  situation  of  tumors  dif- 
fers  also  in  the  young  and  in  the  old.  Thus,  in  the  earlier  years,  as 
statistics  show,  the  most  frequent  seat  of  tumors  is  the  eyes  and  their 
adnexa,  the  kidneys,  bones,  and  testicles;  whereas  in  adults  and  the  aged, 
the  stomach,  uterus,  liver,  and  mamma  are  most  commonly  involved. 

Sex. — Sex  is  also  a  significant  factor  in  the  development  of  tumors, 
especially  of  those  which  are  malignant.  Thus,  in  general,  it  may  be 
said  that  the  statistics  indicate  malignant  tumors  to  be  about  twice  as 
frequent  in  females  as  in  males.  This  pro])orti()n,  however,  does  not  hold 
good  for  tumors  of  the  individual  organs.  For  example,  tumors  of  the 
stomach  and  of  the  tongue  and  lips  are  more  frequent  in  men  than  in 
women.  On  the  other  hand,  tumors  of  the  breast  are  far  more  common 
in  women  than  in  men. 

Hercditi/. — While  the  influence  of  hereditv  is  difficult  to  estimate 
accurately,  there  are  a  few  recorded  instances  of  the  remarkable  prev- 
alence of  malignant  tumors  in  families  within  a  few  generations.  The 
general  facts,  however,  are  not  so  striking.  The  statistics  of  Williams 
showed  that  in  two  hundred  and  thirtv-five  cases  of  carcinoma  of  the 
uterus  or  breast,  al)out  nine  per  cent  gave  a  history  of  carcinoma  in 
father  or  mother,  while  in  nearly  twenty  per  cent  there  was  evidence  of 
carcinoma  in  the  familv.  In  the  estimates  of  other  observers,  the  hered- 
itarv  influence  seemed  evident  in  aljout  one-third  or  one-fourth  of  the 
cases.  It  is,  however,  instructive  in  this  connertion  to  note  that  in  a 
study  by  Snow,  of  seventy-eight  healthy  persons  there  was  evidence  of 
carcinoma  in  the  familv  in  about  one-fifth  of  tlie  cases. 

It  is  clear,  tlierefore,  that  while  such  statistics  are  suggestive  and  on 
the  whole  indicate  that  a  hereditary  predispo.^ition  to  the  developuient 
of  tumors  mav  exist,  this  does  not  in  anv  wav  account  for  the  iriiniediate 
incitement  of  the  growth  of  tumors,  and  is  indeed,  as  Menctrier  has  urged, 
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but  one  of  many  examples  of  hereditary  predisposition  which  is  observed 
in  many  forms  of  disease,  such  as  infections,  cerebral  apoplexy,  etc. 

The  influence  of  climate,  foody  race,  and  social  condition  has  been 
invoked  as  bearing  upon  predisposition  to  the  growth  of  tumors;  but 
the  evidence  is  not  convincing  that  these  are  very  significant  in  eti« 
ology. 

Local  Predisposing  Factors  in  the  Development  of  Tumors. — When 
we  turn  from  the  general  to  the  local  conditions  bearing  upon  the  origin 
of  tumors,  we  find  an  imposing  array  of  instances  in  which  tumors,  and 
especially  malignant  tumors,  follow  local  injuries,  either  mechanical  or 
toxic,  or  are  associated  with  chronic  inflammatory  processes.  Bruises 
or  contusions,  particularly  those  involving  the  bones,  are  not  infre- 
quently followed  by  malignant  tumors,  and  it  is  noteworthy  that  these 
tumors  are  most  apt  to  be  of  the  connective-tissue  type — sarcoma, 
osteo-sarcoma,  chondroma,  etc.  Epithelial  tumors,  on  the  other  hand, 
are  more  frequently  developed  at  the  seat  of  repeated  injury  or  long- 
continued  irritation.  Thus,  epitheliomata  are  common  in  the  mouth, 
near  a  rough  ulcerated  tooth,  on  the  lips  of  pipe  smokers,  at  the  edges  of 
chronic  ulcers,  on  the  skin  of  workers  exposed  to  various  chemical  or 
mechanical  irritants;  in  cicatrices;  at  the  orifices  of  the  stomach  and  at 
the  anus.  Finally,  the  frequent  occurrence  of  carcinoma  of  the  liver 
with  cirrhosis,  though  less  easy  of  interpretation  than  many  instances 
of  the  association  of  tumors  with  chronic  inflammation,  is  worthy  of 
notice  in  this  connection. 

Before  concluding  this  brief  survey  of  the  relationships  of  tumors  to 
trauma,  prolonged  irritation,  and  chronic  inflammation,*  it  may  be  wise 
to  remind  the  reader  that  undue  significance  should  not  be  attached  to 
this  occasional  association,  since  in  the  great  majority  of  cases  these 
conditions  are  not  followed  by  tumors,  nor,  furthermore,  has  it  ever  been 
possible  to  induce  genuine  tumors  experimentally  under  these  readily 
secured  conditions  in  animals.  The  bearing  of  trauma  upon  the  origin 
of  tumors  is  to  be  held  in  mind  in  estimating  the  influence  of  sex,  since 
males  are  in  general  more  liable  to  injuries  than  females. 

The  relatively  common  development  of  tumors  in  pigmented  and 
other  nsBvi  of  the  skin  illustrates  the  significance  of  local  malformations 
as  predisposing  factors  in  the  origin  of  tumors.' 

Several  cases  have  been  recorded  in  which  through  injury  there  has 
been  a  mechanical  displacement  of  cells — heterotopia — from  which  in 
their  new  situation  tumors  have  developed.  These  cases,  which  .  have 
been  in  a  measure  paralleled  by  experiments  in  animals,  illustrate  an 
important  class  of  congenital  tumors,  often  cystic  in  character,  which 
arise  from  embryonal  cell  displacement,  or,  as  is  the  case  in  many  of  the 

^  For  an  interesting  study  of  the  relationship  of  trauma  to  malignant  tumor  formation 
see  Brosch,  Virchow's  Arch.,  Bd.  clxii.,  p.  32,  1900,  bibl. 

*  It  should  be  remembered  that  many  of  the  complex  tissue  growtlis  often  reckoned 
among  tumors  and  called  teratomata  are  really  embryonic  rudiments  of  another  individual. 
While  such  rudimentary  embryos  may  be  large  and  present  such  diversity  and  arrangement 
of  tissue  as  to  render  the  character  of  the  growth  obvious,  they  may,  on  the  otlier  hand,  be 
very  simple  in  character,  as  in  some  of  the  so-called  dermoid  cysts.  These  are  all  to  be 
regarded  rather  as  malformations  than  as  genuine  tumors. 
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tumors  of  the  neck  at  the  site  of  the  branchial  clefts,  from  an  imperfect 
closure  of  embryonal  openings. 

Cohnheim's  Hypothesis  of  Superfluous  or  Displaced  Embryonal  Cells. — 
We  have  seen  that  such  evident  malformation  as  the  nsevi  of  the  skin 
may  form  the  starting-point  of  malignant  tumors.  We  know  that  in 
many  cases  cells  or  tissues  or  parts  of  organs  displaced  during  embryonal 
life,  as  in  the  branchial  clefts  or  in  the  kidney,  may  later  develop  into 
tumors.  Cohnheim  has  gone  further  than  this  and  framed  an  hypothesis 
to  the  effect  that  all  true  tumors  arise  in  faulty  embryonal  develop- 
ment. In  accordance  with  this  hypothesis,  cells  which  in  the  course  of 
the  development  of  the  body  may  be  displaced  or  become  superfluous 
or  do  not  undergo  the  usual  differentiation,  may  remain  for  long  periods 
unaltered  but  liable  in  later  life,  from  whatever  reason,  to  commence 
growing  with  all  the  potencies  of  lowly  organized  cells,  in  the  midst  of 
the  mature  tissues.  The  apparent  influence  of  heredity  in  the  occurrence 
of  some  tumors,  the  congenital  nature  and  early  development  of  others, 
their  atypical  structure  in  general,  the  formation  in  one  organ  of  tumors 
of  types  belonging  to  another,  for  example  adrenal  tumors  in  the  kidney, 
and  the  tendency  of  many  forma  to  occur  in  situations  in  which  during 
the  development  of  the  embryo  considerable  complexity  exists,  as  well 
as  their  frequent  primary  multiplicity — all  of  these  characters  of  tumors 
lend  considerable  plausibility  to  Cohnhcim's  hypothesis,  and  it  appears  to 
be  applicable  in  certain  cases.  J^ut  it  still  lacks  a  morphological  basis, 
since  no  one  has  seen  the  postulated,  strayed,  or  dormant  cml)ryonic 
cells;  again,  it  by  no  means  follows  because  tumors  often  develop  at 
the  seat  of  malformations  or  may  arise  in  embryonal  heterotopias  that 
all  tumors  arc  thus  associated;  and  finally,  the  frequent  origin  of  epi- 
theliomata  in  cells  which  have  been  formed  in  adult  life,  in  cicatrices,  for 
example,  is  evidence  that  this  liypothesis  is  not  in  any  event  of  univer- 
sal application. 

We  have  now  reviewed  a  series  of  conditions  which  appear  more  or 
less  directly  to  bear  upon  the  development  of  tumors:  general  conditions, 
such  as  age,  sex,  hereditary  influen(?es,  etc.;  local  conditions,  such  as 
congenital  or  acquired  malformations,  injuries,  long-continued  irritation, 
inflammatory  processes,  surplus  or  di.splaced  eml)ryonal  cells  with 
fretal  potencies  of  growth.  But  when  all  these  are  taken  into  the 
account,  we  do  not  appear  to  have  gained  a  definite  clew  to  the  immediate 
actual  excitant  of  the  new  growths,  (liven  any  or  all  of  the  varied 
predisponents,  why  do  the  cells,  which  under  any  of  these  favoring  con- 
ditions may  have  remained  long  inactive,  and  indeed  usually  do  so, 
presently  begin  to  proliferate  and  continue  this  new  activity  Ix^vond  the 
limitations  of  structural  types  or  phy.siological  correlation?  It  would 
appear  that  either  there  are  external  excitants  of  cell  growth,  as  yet 
unknown  to  us,  which  suddenly  become  active,  or  else  we  are  face  to 
face  with  the  fundamental  problem  as  to  the  nature  of  the  nornu\l 
physiological  impulses  to  cell  growth  and  proliferation  *  and  the  restrain- 
ing influences  to  which  these  are  subject. 

*  SiKi  Hegfneration,  j).  G4. 
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The  Excitants  of  Tumors. — If  now  we  turn  from  the  various  general 
and  local  factors  which  appear  to  influence  the  occurrence  of  tumors 
to  the  views  which  are  held  as  to  the  actual  excitants,  we  find  that  these 
may  in  general  be  grouped  in  two  classes.  The  first  class  of  views  in- 
volves the  assumption  of  some  form  of  living  micro-organism  capable, 
under  suitable  conditions,  of  inciting  the  body  cells  to  the  proliferative 
capacities  which  are  the  chief  characteristic  of  tumors.  This  is  called 
the  theory  of  the  parasitic  origin  of  tumors.  Those  who  hold  this  view 
regard  the  processes  by  which  tumors  are  formed  as  analogous  with  those 
involved  in  the  infective  diseases. 

On  the  other  hand,  those  who  hold  the  second  class  of  views  regard- 
ing the  excitants  of  tumors  do  not  l)elieve  that  tumors  of  any  kind, 
even  the  most  malignant,  are  induced  or  perpetuated  by  processes  an- 
alogous with  those  involved  in  infection,  but  that  the  excitants  to  tumor 
formation  are  to  be  sought  in  the  inherited  and  inherent  potencies  of  the 
body  cells  themselves  set  free  from  their  normal  physiological  restraints 
under  a  variety  of  external  conditions.  This  is  called  the  theory  of  the 
biological  origin  of  tumors^  or  the  theory  of  intrinsic  excitants  of  tumors. 

Micro-organisms  as  Excitants  of  Tumors.  Bacteria. — It  is  not  sur- 
prising that  micro-organisms  should  have  been  thought  of  as  possibly 
direct  excitants  of  tumors,  especially  in  view  of  a  certain  crude  analogy 
between  some  phases  of  tumor  growth  and  metastasis  and  some  forms 
of  infection  with  metastasis.  Bacteria  of  manv  kinds  have  in  fact  been 
frequently  found  in  tumors  of  many  sorts;  but  there  is  no  conclusive 
reason  at  hand  for  the  belief  that  they  are  ever  of  any  direct  significance 
save  as  chance  contaminations  of  vulnerable  tissues  or  as  incitants  of 
secondary  and  complicating  lesions. 

Protozoa. — A  great  deal  has  recently  been  written  about  certain 
structures  which  are  not  infrequently  found  in  or  between  tumor  cells, 
especially  in  the  carcinomata,  which  have  been  hastily  assumed  to  be 
parasites  and  supposed  to  be  protozoa.  These  cell  "  inclusions " 
("  cancer  bodies,''  "  Plimmer  bodies,"  '*  Russell  bodies,"  etc.)  are 
for  the  most  part  larger  or  smaller  rounded  bodies  (Fig.  196) ;  with  or 
without  nuclei;  sometimes  with  double  contours,  sometimes  not; 
usually  sharply  outlined  against  the  cell  protoplasm  in  which  they  lie; 
often  crowding  the  nucleus  to  one  side,  often  situated  within  the  nucleus, 
or  apparently  replacing  it.  Some  of  them  are  cell  secretions  or  de- 
generation products,  some  are  invaginated  epithelial  or  other  cells,  or 
cell  nuclei  which  have  undergone  various  degenerative  metamorphoses, 
fragmentation,  etc.  Some  of  the  questionable  structures  appear  to  be 
the  metamorphosed  nuclei  of  the  tumor  cells  themselves.  They  may 
be  single  or  there  may  be  several  in  a  cell.  They  are  especially  common 
in  gland-celled  carcinomata.  Similar  objects  are  to  be  found  in  other 
than  tumor  tissues.  They  are  not  present  in  some  forms  of  carcinoma. 
They  are  readily  stained,  with  varying  degrees  of  intensity,  by  hapma- 
toxylin,  eosin,  safranin,  or  fuchsin.  There  is,  in  the  writer's  opinion, 
no  evidence  either  that  these  are  living  organisms  or  that  they  have 
anything  to  do  with  the  origin  of  tumors. 
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While  coccidia  or  allied  organisms,  with  which  these  "  cancer  bodies  " 
have  been  compared,  arc  capable  of  inciting  tlie  growth  of  a  small  amount 
of  new  connective  tissue  and  sometimes  lead  to  hyperplasia'  of  epithe- 
lium, such  growths  are  apparently  inflammatory  in  character,  as  are  those 
other  new  tissue  formations  incited  by  the  tuliercle  bacillus,  the  lepra 
bacillus,  etc.,  which  have  sometimes  Ijeen  improperly  classed  with 
tumors  and  called  infectious  granulomala.  The  reader  is  referred  to 
the  sections  dealing  with  the  nature  of  the  inflammatory  process  in 
general  (p.  SO),  and  to  the  introductory  section  in  the  present  chapter 
for  a  review  of  the  differences  in  the  conception  of  the  inflammatorj' 
processes  and  tumor  formation. 

Yeasts. — Attention  has  been  called,  in  connection  with  tumors,  to 
certain  forms  of  yeasts  or  blastomycetea  as  excitants  of  new  tissue 
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growths,  but  these  also  appear  to  be  iuHummntory.  The  cultivation 
of  yeasts  from  the  lis.'*uos  of  mahKnant  or  olher  tumors  is  of  no  more 
significance  than  the  cullivation  of  bacteria  under  similar  conditions'. 

The  nearlj'  UTiiform  failure  in  the  attempts  to  transplant  tuuioi-s  from 
one  species  of  animal  In  another,  although  the  morphological  characters 
of  such  tumors  occurririj:  si)ontiineously  appear  to  be  identical,  and  llie 
absolute  failure  to  cultivate,  cither  directly  or  by  inoculation,  any  foii- 
atant  organism.s  from  tlicm  which  are  capable  of  indiiciiijr  exiieriniental 
tumor  growths;  the  differences  in  the  nature  of  melasta:jes:  the  failure 
of  stati.stic;il  ihiia  to  substantiate  the  claims  made  for  the  increase  of 
cancer  anil  it.i  cndciiiic  occurrence,  all  speak  with  much  force  against 
the  notion  of  the  parasitic  origin  of  malignant  turiiorf*.  Moi-eiiver.  the 
great  diversity  in  the  character  and  in  the  iuconstaiii'v  of  occurrence  of 
the   objects  which    have  liecti   i-egarded  as   of   possible  significani'C   in 

'  S..C  r-KJiT.  .tniir.  Mi..l,  ll.'s..  vol.  vii.,  i.,  2;tri.  I1K)2. 
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tumors,  as  well  as  their  occurrence  elsewhere,  greatly  diminishes  the 
plausibility  of  the  claims  which  have  been  made  for  them.^ 

It  is  much  to  be  regretted  that  most  of  those  who  advocate  the  para- 
sitic nature  of  tumor  excitants  should  be  so  engrossed  with  the  alleged 
parasites  that  they  largely  ignore  the  dominant  characters  and  the  life 
history  of  the  tumors  themselves,  especially  of  malignant  forms,  and  the 
fundamental  distinctions  between  these  and  such  inflammatory  growths 
as  may  superficially  resemble  tumors  and  which  are  undoubtedly  often 
incited  by  various  kinds  of  micro-organisms. 

One  does  not,  of  course,  assert  that  tumors  cannot  be  incited  by  para- 
sites, but  at  present  no  adequate  reason  appears  to  exist  for  believing 
that  they  are.* 

It  is  indeed  not  improbable  that  a  local  predisposition  to  tumor 
formation  akin  in  nature  to  that  which  now  and  then  is  attributable  to 
trauma  occasionally  may  be  induced  by  micro-organisms.  But  this  it 
remains  for  future  researches  to  demonstrate. 


The  Intrinsic  Excitants  of  Tumors.— '' Biological  Origin.'^ 

The  Complexity  of  the  Problem. — It  seems  to  the  writer  that  to  seek 
for  a  single  external  excitant  or  group  of  excitants  for  the  aberrant  tissue 
growths  which  we  call  tumors  is  to  ignore  the  many  still  obscure  influ- 
ences which  are  at  work  in  all  tissue  growth,  especially  those  physio- 
logical agencies  which  foster  cell  proliferation  and  tend,  under  the  influ- 
ence of  heredity,  to  specialization  in  form  or  function.  On  the  other 
hand,  not  to  be  ignored  are  those  influences,  whether  of  nutrition  or 
pressure  or  exposure,  which  mould  the  cell  growth  under  normal  con- 
ditions into  fixed  and  useful  forms.  It  is  rather  a  matter  for  surprise 
that  ever-changing,  self-regenerating  living  tissue  does  not  oftener  go 
astray  in  its  activities  than  that  it  should  only  now  and  then  do  so.  This 
latter  somewhat  inverted  point  of  view  may  be  useful  in  calling  away 
the  attention,  in  discussing  the  etiology  of  tumors,  from  a  too  close  regard 
to  extraneous  factors,  and  directing  it  to  the  many  still  unexplored 
fields  in  cell  physiology  with  which  we  must  perhaps  become  familiar 
before  we  can  with  fair  hope  of  success  attack  the  serious  problems  of 
both  the  excitation  and  the  prevention  of  tumors. 

No  adequate  conception  can  be  gained  of  the  complexity  of  the  prob- 
lem involved  in  the  origin  of  tumors  or  of  the  directions  in  which  the 
highest  promise  of  experimental  research  lies  without  a  recognition  of 
the  new  cell  lore  derived  from  a  study  of  the  lower  and  simpler  forms 
of  life. 

The  more  commonly  accepted  and  time-honored  view  of  the  imme- 
diate excitation  of  tumors  is  that  they  are  due  to  some  stimulus — **  forma- 
tive stimulus  " — by   which  the   proliferative   capacity   of   the   cells  is 

*  For  an  interesting  critical  study  of  the  so-called  infectious  lympho-sarcoma  of  dogs  see 
Beebe  and  Eunng,  Jour.  Med.  Res.,  vol.  xv.,  p.  209,  1906. 

^  For  a  study  of  the  nature  of  the  cell  inclusions  of  cancer  see  Greenough,  Jour.  Med.  Ke^p. 
vol.  xiii.,  p.  137,  1906. 
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increased.  What  the  nature  of  this  postulated  stimulus  may  be,  where 
it  comes  from,  and  how  it  is  brought  to  bear  upon  the  transformations 
of  energy  which,  through  the  subtle  mechanismof  the  cell,  are  manifested 
in  proliferation,  is  in  no  wise  clear. 

The  Relation  of  Abnormalities  in  Mitosis  to  Tumors. — It  has  become 
evident  from  the  many  illuminating  studies  which  have  been  made  during 
the  last  few  years  upon  the  phenomena  of  mitosis,  that  through  the 
characters  and  performances  of  the  chromatic  substance  of  nuclei  and 
in  the  chromosomes  many  of  the  potencies  and  peculiarities  of  cells 
may  find  expression.  It  is  natural,  therefore,  that  studies  should  have 
been  made  upon  the  nuclear  characters  of  rapidly  growing  tumors. 

Thus,  v.  Hansemann  '  records  observations  upon  tlio  mitotic  figures 
of  malignant  tumors  which  led  him  to  assume  that  they  have  suffered 
modifications  characterized  by  a  loss  of  differentiation,  a  condition 
which  he  calls  anaplasia.  It  is  assumed  that  the  cells  of  malignant  tu- 
mors have  acquired  embryonic  characters  expressed  ])y  their  indepen- 
dence and  increased  power  of  proliferation  and  of  destruction  of  surround- 
ing tissues.  But  this  view,  even  if  sustained,  does  not  throw  light  upon 
the  inciting  factors  in  tumors. 

Similarly  Farmer,  Moore,  and  Walker,-  studying  the  phenomena  of 
mitosis  in  malignant  tumors,  have  asserted  that  there  is  in  this  mitosis 
A  reduction  in  the  numbers  of  chromosomes  similar  to  that  occurring 
in  the  maturation  of  sexual  cells,  the  reduced  cells  having  half  the  num- 
ber of  chromosomes  of  the  somatic  cells.  Thus  in  accordance  with  this 
view,  malignant  tumors  arise  from  the  metamorphosis  of  differentiated 
somatic  tissue  into  a  special  form  of  reproductive  tissue  to  which  these 
observers  attribute  the  independence  and  proliferative  capacity  marking 
malignancy.  But  this  conception  of  the  nature  of  the  departure  from 
the  normal  in  malignant  tumors,  even  if  the  alleged  facts  upon  which 
it  is  based  were  established, — which  does  not  seem  to  be  the  case  since 
reduced  numbers  of  chromosomes  may  not  be  present  in  parts  of  such 
tumors — docs  not  reveal  the  inciting  factors  in  these  growths. 

Cohnheim's  Hypothesis. — The  hypothesis  of  Cohnheim,  which  we 
have  considered  above,  while  in  accord  with  many  facts  bearing  upon  the 
morphology,  clinical  manifestations,  and  experimental  observations  of 
tumors,  really  relates  to  the  predisposing  conditions  of  tumor  forma- 
tion rather  than  to  the  actual  excitants.  It  was,  in  fact,  necessary  for 
Cohnheim  to  assume,  as  possible  final  excitants  of  tumor  growth  from 
his  displaced  or  belated  cells,  a  local  hyperipniia  or  a  diminished  resist- 
ance to  their  growth  on  the  part  of  surrounding  tissues.^ 

Ribbert's  Hypothesis. — A  more  subtle  and  perhaj)s  more  compre- 
hensive view  of  the  agencies  wliich  must  be  taken  into  the  account  in 
the  excitation  of  tumors  is  that  especially  advocated  by  Weigert  *  and 

'  r.  Hnnsmmnn,  Biol.  Centrbl.,  Bd.  xxiv..  No.  o.  1004. 

'See  Farmer,  Nature,  Feb.  4th,  1904;  alwj  Bashfnrd  and  Murray,  Proc.  Roy,  See., 
January  21st,  1904. 

*  For  a  further  <Useii<j««iim  f>f  tlu^se  varion.s  views  se<»  Xirhf^lM,  I.  c,  ffK)t-note,  p.  78. 

*  Weigert,  *'  Si'Viv  FrjiK«'.st«'llungcn  in  path.  Ansit.."  Deut.  ukmI.  Wochensolir.,  189f5, 
p.  G3o. 
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Ribbert.^  These  observers  and  those  in  sympathy  with  their  views  do 
not  admit  a  new  formative  stimulus  into  their  conception  of  the  origin 
of  tumors,  but  regard  the  usual  potencies  of  the  cells  in  this  respect  to 
be  sufficient  if  the  natural  restraints  to  over-proliferation  be  in  any  way 
diminished. 

Ribbert  has,  perhaps  more  definitely  than  any  other,  framed  a  work- 
ing hypothesis  along  these  lines  which  is  at  least  suggestive.  He  lays 
stress  in  his  conception  of  the  origin  of  tumors  upon  the  intimate  asso- 
ciations of  the  cells  of  the  normal  body  as  parts  of  an  organism,  whose 
varied  capacities  are  normally  held  in  some  fashion  under  mutual  re- 
straint in  subservience  to  their  common  welfare.  This  mutual  relation- 
ship, however,  once  destroyed,  for  example,  by  the  separation  of  cells  or 
cell  groups  from  their  organic  associations,  they  assume  less  highly 
differentiated  characters,  their  physiological  capacities  are  no  longer 
held  in  leash,  and  these,  if  the  nutritive  and  other  conditions  be  favor- 
able, may  express  themselves  in  exaggerated  fashion  by  excessive  growth 
and  proliferation. 

Ribbert  explains  the  way  in  which  he  conceives  that  the  process  of 
cell  disassociation  and  release  from  restraint  may  occur.  Since  he  does 
not  admit  a  primary  increase  in  the  inherent  proliferative  capabilities 
of  the  cells,  he  cannot  assume,  as  is  commonly  done,  that  the  process  is 
initiated,  in  carcinoma  for  example,  by  the  epithelial  cells.  He  assumes 
that  the  process  may  start  in  the  connective  tissue,  which  is  liable  to 
increase  in  amount  in  response  to  a  variety  of  influences,  notably  those 
which  involve  trauma,  or  simple  inflammation,  or  replacement  hyper- 
plasia. In  the  starting  of  carcinoma  of  the  stomach  or  intestine,  for 
example,  Ribbert  asserts  that,  in  many  cases  at  least,  the  new-formed 
connective  tissue  cuts  off  cells  or  cell  groups  from  their  organic  connec- 
tions, and  claims  that  in  this  way  alone  we  may  account  for  the  required 
release  from  the  restraints  of  the  organic  association  and  the  exuberant 
aberrant  growth  which  follows. 

This  view  is  interesting  in  connection  with  the  frequent  association  of 
carcinoma  with  chronic  inflammation,  which  has  been  already  noted. 
Ribbert  also  insists  upon  the  embryonic  displacements  or  superfluous 
cells  of  Cohnheim  as  important  predisposing  factors  in  the  release  of 
tissues  from  organic  control. 

It  is  assumed  by  those  who  adopt  the  hypothesis  of  Ribl>ert  that  the 
localized  groups  of  cells,  in  which  tumors  originate  during  their  growth 
under  the  conditions  associated  with  their  emancipation  from  organic 
control,  have  so  adapted  themselves  to  abnormal  nutritive  and  other 
adverse  conditions  that  the  transportation  to  a  new  site  as  tumor  cells 
can  more  readily  be  endured  than  by  cells  which  have  not  enjoyed  this 
preliminary  adaptation  to  nutritive  and  environmental  hardships — 
parenchyma-cell  emboli  for  example.* 

^Ribbert,  "Geachwulstlehre,"  1904;  or  "Lehrbuch  d.  allg.  Pathologie,"  1905. 

*  Fischer  has  recently  shown  that  the  injection  beneath  the  skin  of  the  ear  of  the  rabbit 
of  a  mixture  of  oil  and  Scharlach  R  is  capable  of  inciting  a  downward  growth  of  epithelium 
in  branching  plugs  resembling  in  structure  the  epithehal  reticulum  of  epitheliomata.     These 
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Ribbert's  views  on  this  subject  are  summarized  by  himself  sub- 
stantially as  follows: 

All  tumors  originate  in  cells  which  have  been  separated  from  their  normal  re- 
lationships. 

This  separation  occurs  either  by  a  disturbance  of  the  embyronal  or  post-feet al 
developmental  processes,  or  by  trauma,  or  by  processes  of  groi^-th  which  are  the  ulti- 
mate results  of  inflammation. 

The  dissociated  cells  grow  independently  and  in  limitless  fashion,  because  the 
organism  has  lost  control  over  them. 

Tlie  differences  in  the  types  of  tumors  are  accounted  for  by  the  character  of  the 
originally  separated  cells  and  the  conditions  under  which  these  have  grown. 

The  Ultimate  Problems  in  Tumors. — When  all  has  l>een  said  about 
general  and  local  predisposing  factors  in  tumors;  when  through  obser- 
vation and  experiment  all  possible  light  has  been  thrown  upon  the  nat- 
ure of  their  immediate  excitants,  we  are  still  face  to  face  with  a  host  of 
problems  rehiting  to  tumors  as  organized  entities  showing  complex  tis- 
sue adjustments  and  revealing  specific  inherited  qualities  and  powers.' 
These  all  in  the  end  carry  us  back  to  the  fundamental  questions  in 
biology  and  the  mechanism  of  development  with  which  students  of  all 
forms  of  life  are  more  or  less  directly  engaged;  back  even  to  the  poten- 
cies which  dominate  and  characterize  life  itself,  and  are  handed  on  from 
cell  to  cell  through  the  long  line  of  inheritance.  It  may  be  that  from 
the  chromosomes  and  their  abnormalities  with  which  the  cytologist  is 
so  eagerly  engaged  to-day  is  to  be  derived  the  knowledge  through  which 
we  shall  arrive  at  a  more  definite  comprehension  of  tumors.  Thus  it  is 
evident  that  here  as  elsewhere  in  pathology  we  are  dealing,  not  with 
independent  problems,  but  with  specific  outlooks  only  on  the  wider 
field  of  general  biology. 

The  Need  of  New  Research  in  Tumors. 

It  has  become  evident  of  late  that  much  of  the  statistical  lore  of 
tumors,  especially  of  malignant  types,  which  has  l)ccn  handed  on  from 
one  writer  to  another,  is  in  need  of  a  critical  revision,  and  that  manv  of 
the  current  opinions  regarding  malignant  tumors  are  based  upon  alleged 
observations  of  doubtful  validity  and  upon  inferences  hastily  and  illogi- 
cally  drawn.  Among  these  opinions  needing  revision  may  be  mentioned 
the  alleged  relative  rapid  increase  in  the  frequency  of  cancer,  which  rests 
upon  data  obviously  faulty:  the  contention  that  metastases  in  malig- 
nant tumor  are  closely  analogous  with  metastases  in  infective  processes 

structures  maintain  their  charaeterH  and  growth  for  a  considerable  time,  hut  when  the  colored 
oil  is  extracteii  the  epithelium  pasHes  on  to  its  mature  condition,  and  Ix'cfjme.s  cornified, 
and  the  growth  cea.s(>8. 

The  structures  formetl  are  limited  in  growth  and  are  not  therefore  to  be  proi)erly  classe*! 
with  malignant  tumors.  KiHcher  a.*«!4um€S  that  the  injected  colored  oil  is  cliemotactic  and 
postulates  for  malignant  tumors  the  pn^senee  in  the  body  of  some  substance  which  he  names 
aUraxinr,  which  through  its  ];>ersistent  action  incites  the  continuous  cell  growth  marking 
malignancy.  We  refer  for  further  details  of  these  experiments  to  the  original  article.  Miinch. 
ine<l.  Wocii.,  19(Xi,  p.  2041. 

*  For  a  suggestive  stmly  «>f  this  subject  see  AUtrecht,  *'  KntwicklungsmechanischeFragen 
der  Geschwulatlehre,"  N'erJi".  Deutsch.  Path,  (les.,  Bd.  viii..  p.  89,  KKM. 
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and  indicate  the  infective  nature  of  the  former:  the  view  that  carcinoma 
has  been  in  many  instances  directly  conveyed  by  contact  from  a  victim 
of  the  disease  to  a  well  person:  the  successful  inoculation  of  carcinoma 
of  man  into  the  lower  animals.  None  of  these  points  have  been  sustained 
by  reliable  data. 

It  has  become  evident  that  a  new  departure  is  necessary  in  the 
study  of  tumors  and  that  this  is  especially  urgent  along  two  lines:  first, 
in  the  collection  of  more  reliable  statistics/  which  shall  embrace  not  only 
man,  but  the  lower  animals  as  well;  and,  second,  the  initiation  of  care- 
ful and  extended  experimental  studies  of  the  tumors,  especially  the  ma- 
lignant tumors,  of  the  lower  animals,  in  which  such  growths  frequently 
occur  spontaneously. 

When  along  these  lines  the  data  relating  to  the  biology  of  tumors 
shall  have  been  gathered  on  a  large  scale  the  outlook  will  be  brighter 
for  the  study  of  the  fundamental  problems  of  the  inciting  factors  in 
tumors  and  of  promising  measures  for  their  treatment. 

The  Transplantation  of  Tumors. 

We  have  seen  in  an  earlier  part  of  this  boc>k  (p.  77;  that  it  has  been  possible 
to  transplant  living  tissues  from  one  animal  to  another  of  the  same  species:  that  when 
this  is  done  there  may  be  at  first  a  slight  cell  proliferation  at  the  new  site  and,  in  the 
case  of  epidermal  structures,  a  considerable  growth,  so  that  new  epidermis  may  form 
in  skin  grafts,  while  cyst-like  structures  may  develop  when  epidermal  tissues  are  em- 
bedded in  the  tissues  of  the  host.  It  has  even  been  possible  to  transplant  whole  organs, 
ovary,  testicle,  and  kidney,  which  have  maintained  their  structural  and  functional 
qualities  on  the  new  sit«.  But  in  general  the  fate  of  transplanted  normal  tissues  is 
sooner  or  later  to  undergo  necrosis  or  to  fall  under  the  sway  of  the  protective  agencies 
of  the  host,  and  either  by  the  action  of  lytic  fluids  or  by  phagocytes  to  disappear. 
Transplantation  of  normsJ  tissue  to  animals  of  another  species  is  not  successful. 

Turning  now  to  tumors,  we  find  that  a  great  deal  of  most  important  and  illumi- 
nating work  has  recently  been  done  in  the  way  of  tumor  transplantation  in  animals, 
especially  of  the  malignant  t3rpe,  carcinoma.'  Tumors  of  nearly  all  kinds  known  in 
man  may  occur  in  domestic  or  wild  animals,  even  in  cold-blooded  animsJs  such  as 
fish.  But  it  is  to  tumors  spontaneously  and  occasionally  occurring  in  mice  and  rats, 
especially  carcinoma,  adeno-carcinoma,  and  sarcoma,  that  attention  has  been  particularly 
directed.  It  has  been  found  that  if  small  particles  of  such  spontaneous  mouse  tumors 
be  inserted  under  the  skin  of  healthy  mice  of  the  same  race,  in  a  certain  varying  pro- 
portion of  cases  the  implanted  cells  will  grow  and  produce  new  tumors  similar  in  char- 
acter to  the  original.  Thus,  from  animal  to  animal  through  long  series  the  tumors  may 
be  propagated  to  an  extent  which  so  far  as  is  now  kno^^-n  is  without  limit.  The  most 
striking  feature  of  these  transplantations  is  the  apparently  boundless  capacity  for 
proliferation  of  the  cancer  tumor  tissue  of  the  mouse.  It  ^ill  readily  be  seen,  if,  as  is 
sometimes  the  case,  a  few  small  fragments  of  such  a  tumor  in  new  hosts  within  a  few 
days  grow  to  an  aggregate  bulk  equaling  that  of  the  original  tumor,  and  if  the  trans- 
plantations were  continued,  that  in  a  few  generations  the  amount  of  new  living  tissue 
which  would  result  would  be  prodigious  almost  beyond  belief.' 

*  For  a  study  of  the  statistical  investigation  of  cancer  see  Bashford  and  Murray,  Report 
of  Imp.  Cancer  Research  Fund,  No.  2,  Part  L,  1905. 

*  For  a  resume  of  the  earlier  phases  of  tumor  transplantation  sc^e  Nichols,  Third  Report 
of  the  Croft  Cancer  Commission,  .Jour.  Med.  Res.,  vol.  xiii.,  p.  187,  1905.  For  later  studies 
see  Ehrlich  and  Apolant,  Berl.  klin.  Woch.,  1905,  p.  871;  ibid.,  190r),  p.  37,  also  Arb.  a.  d. 
Konigl.  Inst.  f.  exp.  Therapie,  Heft  1,  1906;  also  Baahford,  Rep.  Imp.  Cancer  Res.  Fund., 
No.  2,  Part  II..  1905. 

*  For  a  calculation  of  the  possibilities  of  such  a  growth  see  Apolant  and  Ehrlich,  Berl. 
kUn.  Woch.,  1905,  p.  871;  ibid.,  1906,  p.  37. 
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With  the  recent  development  of  this  form  of  experimental  study  of  carcinoma  a 
very  large  and  promising  field  of  observation  is  open,  and  already  many  most  signifi- 
cant facts  have  been  brought  to  light. 

It  is  now  possible  to  demonstrate  that  the  characteristic  cells  of  the  new  tumor 
are  not  furnished  by  the  host,  but  are  the  progeny  of  the  transplanted  cells  and,  carried 
through  however  many  generations,  the  lineal  descendants  of  the  cells  of  the  original 
spontaneous  tumor.  While  the  intercellular  stroma  of  the  transplanted  tumor  tissue 
may  in  some  instances,  as  Ehrlich  '  has  shown,  proliferate  and  assume  a  dominant 
place  in  the  secondary  growths,  it  more  commonly,  according  to  Bashford,^  especially 
in  tumors  of  moderate  virulence,  disappears,  and  the  sustaining  stroma,  as  well  as  the 
blood-vessels,  is  furnished  by  the  connective  tissues  at  the  new  site. 

It  has  been  found,  furthermore,  that  the  virulence,  marked  by  the  proportion  of 
successes  in  the  transplantations,  may  be  greatly  enhanced  as  the  successive  implan- 
tations proceed,  so  that  while  at  first  implants  of  the  original  spontaneous  mouse 
tumor  may  be  successful  in  a  ratio  of  not  more  than  two  or  three  in  a  hundred,  after 
several  generations  of  transfers,  success  is  obtained  in  over  ninety  per  cent. 

These  exi>eriments  have  revealed  subtle  physiological  conditions  i^ithout  which 
cells,  even  with  the  potency  of  gro^^-th  of  the  elements  of  malignant  tumors,  do  not  thrive. 
Spontaneous  carcinoma  of  one  race  of  mice,  while  readily  trausferrible  to  animals  of 
the  same  race,  will  not  grow,  or  grow  at  first  with  the  greatest  difficulty  in  mice  of  an- 
other race.  Thus,  subtle  differences  are  revealed  between  animals,  not  only  of  dif- 
ferent races,  but  between  those  of  the  same  race  in  different  countries. 

But  we  have  seen  these  tumor  cells  are  capable  of  gradually  adapting  themselves 
to  unfavorable  hosts,  thus  developing  qualities  which  we  characterize  as  exalted  virulence. ' 

These  spontaneous  carcinomata  of  mice  or  tumors  descended  from  them  may  be 
kept  alive  for  several  months  in  the  cold,  for  on  toeing  introduced  beneath  the  skin  of 
fresh  mice  such  cold-storage  tissue  may  develop  with  the  vigor  of  a  fresh  graft.  At  a 
temperature  of  37®  C,  however,  such  malignant  tumor  tissue  soon  dies  and  suffers 
degeneration. 

Bashford  has  called  attention  to  the  fact  that  the  age  incidence  in  tumors  is  inde- 
pendent of  the  life  term  of  the  species.  Thus  carcinoma  in  mice  is  more  frequent  in 
the  later  years  of  tlieir  life  than  earlier,  though  this  life  period  is  only  alx>ut  three  years. 

Malignant  tumors  occurring  spontaneously  in  rats,  similar  in  morphology  to  those 
of  mice  and  men,  have  been  transplanted  through  long  series  of  rats. 

Flexner  has  carried  on  such  a  series  in  a  metastasizing  sarcoma  of  white  rats  which 
has  sho^l•n  a  remarkable  vitality  and  vinilence.* 

It  has  been  shown  by  several  observers  that  by  the  adaptation  of  mice  to  the 
killed  cells  of  malignant  tumors  of  these  animals  introduced  beneath  the  skin,  an  active 
immunity  can  be  secured,  so  that  animals  thus  protected  give  negative  results  in 
attempts  to  implant  the  most  vinilent  strains  of  tumor  cells. 

EhrHch  lias  secured  active  immunity  by  injections  of  mice  with  the  living  cells  of 
slightly  virulent  strains  of  mouse  carcinoma,  and  has  further  determined  that  this 
immunity  is  not  strictly  specific,  but  may  protect  against  sarcoma  also.* 

The  Method  of  Transplantation  of  Carcinoma  and  Sarcoma  in  Mice. 

The  method  adopted  by  Ehrlich  is  essentially  as  follows: 

The  mouse  in  which  a  spontaneous  tumor  is  found  is  beheaded  with  stout  shears, 
and  the  whole  body  is  placed  for  several  minutes  successively  in  strong  alcohol,  then 
in  a  1 : 1.000  and  afterward  in  a  1  : 2,000  sublimate  solution.  The  animal  is  then  washed 
in  alcohol,  stretched  on  a  sterile  board,  and  the  tumor  is  dissected  out  with  sterile  in- 
struments.    The  tumor  is  now  cut  into  as  small  fragments  as  practicable  by  the  use  of 

^Ehrlich,  "Exp.  Carcinom  Studien  an  Mausen."  Sep.  Abdr.,  Arb.  a.  d.  Konigl.  Inat. 
f.  exp.  Thcrapic.  lloft   1,  1006. 

'  Bashfftrd,  HeiK)rt8  of  the  Imp.  Cancer  Research  Fund.  N'o,  2.  Part  II.,  1905. 

'For  the  application  of  Ehrlich's  "siile-<'hain"  hyp<.>thesi.s  to  the  phenomena  of  the 
exalted  capacity  for  cell  prowth  in  malignant  tumors  see  Ehrlich,  Arl>eiten  a.  d.  Konigl. 
Inst.  f.  exp.  Therapie.  Heft  1.  19()6,  p.  80. 

^'Flexner  and  Jobling,  .Tour  Amer.  Mwl.  Assn.,  vol.  xlviii.,  p.  420,  1007. 

•  See  ref.  to  Ehrlich,  foot-note,  above. 
22 
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scissors  and  forceps.  These  fragments  are  put  in  a  sterile  mortar  and,  without  the 
addition  of  any  fluid,  rubbed  with  a  glass  rod  into  a  thick  pulp. 

The  implantation  is  made  ^ith  glass  tubes  drawn  at  one  end  to  a  stout  capillary 
and  protected  from  the  mouth  above  with  a  cotton  plug.  Other  forms  of  cannula*  may  be 
used.  The  seat  of  implantation  is  the  axillary  fossa,  but  the  point  of  the  cannula  is 
carried  beneath  the  skin  in  the  abdominal  region — at  a  place  which  has  been  shorn 
and  washed  with  alcohol — and  then  thrust  along  into  the  axilla,  where  a  small  amoimt 
of  the  pulp  is  deposited. 

The  entire  performance  should  be  carrietl  on  with  strict  asepsis.  The  o|)erator 
must  be  prepareii  to  find  that  with  the  best  technique  transplantations  of  spontaneous 
carcinomata  or  adeno-carcinomata  of  mice  will  give  a  large  proportion  of  failures. 
Thus  Ehrlich  found  that  in  attempts  to  transplant  ninety-four  spontaneous  tumors, 
he  was  successful  in  only  about  2.8  per  cent.  In  those  strains  of  tumors  which  were 
successfully  transplanted  the  successes  ranged  from  three  to  fifty  per  cent  of  all  the 
animals  trieii.  However,  it  vdW  be  found,  according  to  the  experience  of  Ehrlich  and 
others,  that  in  a  certain  number  of  tumors  the  trans})lantation  having  been  once 
achieved,  the  successes  in  later  transfers  may  become  proportionately  far  more  numer- 
ous, so  that  the  tumor  may  be  said  to  increase  in  virulence  by  its  adaptation  to  new 
successive  hosts. 

This  end  is  most  readily  attained  by  transplanting  the  entire  mass  of  the  spon- 
taneous tumor  in  small  portions  in  different  animals,  and  selecting  for  further  trans- 
fer the  tumors  which  have  developed  earliest  in  the  different  mice.  In  this  way  it  is 
possible  to  achieve  a  virulence  far  exceeding  that  of  any  spontaneous  malignant  tumor 
of  the  mouse. 

Classification  of  Tumors. 

It  is  not  possible  to-day  to  make  a  satisfactory  scientific  classification 
of  tumors;  but  the  fact  that  they  are  composed  of  structures  which 
resemble  the  various  morphological  types  of  tissue  found  in  the  normal 
body  suggests  a  grouping  of  the  various  forms  which  may  be  regarded 
as  a  useful  and  suggestive  catalogue. 

It  should  be  remembered  that  the  usual  separation  of  the  normal 
tissues  into  groups  is  useful,  rather  because  it  facilitates  their  study  than 
because  it  expresses  absolute  and  fundamental  distinctions;  and  the 
same  may  be  said  of  all  the  classifications  of  tumors.  An  increase  of  our 
knowledge  concerning  their  structure  and  genesis  will  doubtless  lead  to 
a  more  accurate  grouping  of  tumors;  but  for  the  present  such  an  arrange- 
ment as  that  indicated  below  will  be  found  of  practical  value  for  the  pur- 
poses of  study.* 

*  The  attempt  has  often  been  made  to  classify  tumors  with  rpfercnce  to  the  develop- 
mental history  of  the  tissues  represented,  and  it  has  been  generally  believed  that  ceils  once 
differentiated  in  the  primar>'  embryonic  layers  cannot  again  be  merged  in  typo.  Wlule 
this  principle  holds  good  in  general,  especially  for  highly  differentiated  forms,  certain  recent 
studies  have  seemed  to  indicate  that  even  this  distinction  may  not  be  inflexible.  However 
this  may  be,  it  is  certain  that  the  cells  derived  from  one  embryonic  layer  may  under  special 
conditions  come  so  closely  to  resemble  in  morphology  those  of  another  layer  that  a  struct- 
ural differentiation,  with  our  present  resources  at  least,  is  not  always  possible.  While, 
therefore,  this,  which  is  called  the  hi^ogenetic  principle  of  dasmficalion,  is  most  suggestive 
and  may  be  useful  in  connection  with  other  data  in  the  study  of  tumors,  it  seems  to  the 
writer  that  it  is  wiser  for  the  present  not  to  base  our  classification  too  largely  upon  em- 
bryological  data  in  several  particulars  still  subject  to  controversy. 

Consult  in  this  connection  the  rPsum^  of  Marchand  on  "The  Relationship  between 
Pathological  Anatomy  and  Embryolog>',"  Verh.  d.  deutschen  path.  GeselLschaft,  Bd.  ii., 
p.  38,  1900. 

See  also  the  admirable  address  by  Minot  on  "The  Embryological  Basis  of  Pathology," 
Science,  March  29th,  1901.  In  this  paper,  p.  487,  the  tissues  are  classified  in  accortlance 
with  their  genetic  relationships. 
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CONNECTIVE-TISSUE  TYPE. 

Xormnl  Tissue.  Tumors. 

Fibrillar  connective  tissue.  Fibroma. 

Mucous  tissue.  Myxoma. 

Embryonal  connective  tissue.  Sarcoma. 

Endothelial  cells.  Endothelioma. 

Fat  tissue.  Lipoma. 

Cartilage.  Chondroma . 

Bone.  Osteoma. 

Neuroglia.*  Glioma. 

MUSCLE-TISSUE  TYPE— MYOMATA. 

Xormai  Tissue.  Tuiuors. 

Smooth  nmscle  tissue.  Leiomyoma. 

Striated  muscle  ti.ssue.  Hluilj(iomvoma. 

NEBVE-TISSUE  TYPE— NEUBOMATA. 

VASCXJLAB-TISSUE  TYPE— ANGIOMATA. 

Xormai  Tissue.  Tumors. 

Bh)od-vessels.  Angioma. 

Lym})h-ve8st»ls.  Lymph-angioma. 

EPITHELIAL-TISSUE  TYPE. 

Xormnl  Tissue.  Tumors. 

Glands.  Adenoma. 

Various  forms  of  ef)ithelial  cells  Carcinoma, 

and  associated  tissues. 

Tumors  Formed  by  Various  Combinations  of  Tissue  Types. 

Mixed  Types. 

In  a  considerable  proportion  of  tumors  more  than  one  type  of  tissue 
is  present,  ami  it  is  customary  to  indicate  this  by  compound  names,  such 
as  osteosarcoma,  ade no-carcinoma,  etc.  Discrimination  is  nece.s.sarv  in 
the  use  of  such  names,  however,  and  one  should  be  clear  as  to  what  he 
wishes  to  express  in  this  way.  All  tumors  have  a  certain  amount  of 
fibrous  stroma  which  carries  the  blood-vessels  and  forms  a  sustaining  . 
framework.  In  the  early  stages  of  tumor  j^rowth  this  matrix  may  be  the 
tissue  in  which  the  tumor  starts,  which  is  either  not  increased  in  amount 
or  is  hyperplastic.  Thus  in  carcinoma  of  the  stomach,  the  stroma  may 
be  fibrous  in  the  mucosa  or  composed  of  smooth  muscle  if  the  stomach 
wall  be  involved;  but  such  growths  would  not  be  called  either  fibro- 
carcinoma or  mvo-carcinoma.     It  is  onlv  when  the  new  tissue  a.-^sumes 

*  Tlio  neuroglia.  a.s  well  as  the  tumors  derived  fnmi  it.  prrsontri  iiinrkod  ix^culinrities 
in  struct un*.  WJiilc  the  ncumglin  in  closoly  rolatrd  in  grm'sis  to  tin*  iktvous  sy?*tem.  boing 
of  cctodpnnal  oriRin.  its  structural  and  functional  alliance  with  the  connit'tivc  tissin-s  of 
the  ni08<><lcnn  stt'm.s  to  the  writers  to  justify  for  the  prt?sonl  i)un>ose  its  grouping  among  the 
latter.     Sec  ref.  to  MoUon/,  foot-note,  p.  367. 
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the  characters  of  an  independent  growth  that  it  can  be  justly  indicated 
in  the  compound  name.  This  may  not  be  easy  or  always  possible  to  deter- 
mine, but  the  desirability  of  doing  so  should  be  held  constantly  in  mind. 
Unfortunately  the  compound  name  is  by  some  writers  used  to  indicate 
simply  the  seat  of  a  tumor  growth;  in  this  sense  osteo-sarcoma  means  sim- 
ply sarcoma  of  the  bone  and  not  an  association  of  osteoma  and  sarcoma. 
It  should  also  be  remembered  in  this  connection  that  a  tumor  of 
mixed  type  does  not  always,  perhaps  not  often,  start  as  such,  but  may 
assume  this  character  by  metaplasia  (see  p.  62)  within  the  limits  of  a 
tissue  group.  Thus  the  establishment  in  fibroma  of  bone  or  cartilage 
growth  and  the  assumption  by  the  adenomata  of  the  carcinomatous 
type  are  common.  Furthermore,  although  these  mixed  forms  of  tumors 
may  arise  secondarily  by  metaplasia,  the  more  or  less  distinct  forms  of 
tissue  may  finally  become  so  independent  of  one  another  that  some  of 
the  metastases  from  such  a  mixed  tumor  may  show  only  one  tissue  type. 
The  possibilities  in  tissue  metaplasia  should  be  taken  into  the  account 
before  assuming,  as  is  too  often  done,  that  the  multiplicity  of  related 
tissue  forms  in  a  tumor  point  toward  embryonal  origin. 

Complex  Congenital  Qrowths— Teratoma. 

These  are  tumors  which  frequently  contain  a  great  number  of  differ- 
ent forms  of  tissue,  such  as  various  forms  of  fibrillar  connective  tissue, 
cartilage,  bone,  teeth,  hair,  skin,  muscle,  and  glands.  They  are  formed 
in  the  ovary,  testicle,  mediastinum,  brain,  in  the  sacral  region,*  about 
the  neck,  in  the  retroperitoneal  tissue,  etc.  They  arise  by  an  inclusion 
of  portions  of  another  foetus,  and  are  thus  rather  malformations  than 
tumors  in  the  limited  technical  sense.  But  they  may  give  rise  to  tumors, 
some  of  them  malignant:  such  are  chorion-epitheliomata  and  sarcomata. 
Among  these  are  sometimes  classed  other  and  simpler  congenital  anom- 
alies, such  as  dermoid  cysts,  congenital  angiomata,  and  the  so-called 
pigmented  naevi  or  moles.' 

Special  Tumor  Types. 

There  are  types  of  tumors  which  are  not  readily  brought  into  the 
usual  general  classifications,  since  they  are  formed  of  special  kinds  of 
tissue.  These  have  received  distinctive  names.  Thus  there  are  peculiar 
tumors  formed  of  placental  tissue  called  chorion-epithelioma  or  dedd- 
noma;  of  tissue  resembling  the  adrenals,  hypernephromay  etc. 

Lubarsch's  Grouping  of  Tumors  for  Practical  Purposes. 

Lubarschhas  suggested  the  following  grouping  of  tumors,  for  practical  purposes, 
without  special  reference  either  to  their  histogenetic  or  histological  characters  : 

1.  Tumors  which,  although  differing  from  the  tissues  in  whi  h  they  originate  in  the 
arrangement  of  their  elements,  usually  increase  in  size  but  slightly  or  temporarily.     In 

*  For  a  critical  summary,  with  bibliography,  of  tumors  of  the  sacral  region  see  Borti, 
Centralbl.  f.  Path.,  Bd.  ix.,  p.  449,  1898. 

*  For  the  relationship  of  teratoma  to  other  malformations  see  p.  316. 
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this  group  are  the  teratoid  growths  and  those  originating  in  embryonic  displacements, 
such  as  congenital  na?vi,  certain  gland-like  tumors,  myoma,  fibroma^  lipoma,  chondroma, 
and  osteoma.    Such  tumors  are  usually  of  little  practical  importance. 

2.  Tumors  which,  although  conforming  in  general  to  the  normal  tissue  ty|)e  in 
growth  and  structure,  still  reveal  a  considerable  independence  of  their  surroundings; 
such  are  larger  myomata,  adenomata,  angiomata,  lipomata,  which  may  grow  slowly 
and  with  interruptions,  and  may  when  growth  ceases  through  degenerative  processes 
or  necrosis  undergo  retrogression  or  even  disappear  altogether. 

3.  Tumors  which  seem  to  be  largely  emancipated  from  the  usual  physiological 
control  of  normal  tissues,  both  in  the  rapidity  and  extent  of  growth  and  in  the  fixity 
of  the  cell  type  in  form  and  function.  In  this  class  are  the  timiors  which  are  destructive 
and  invasive  in  their  gro^'th,  especially  the  sarcomata  and  carcinomata. 

These  three  classes  may  in  reality  be  considered  to  represent  only  stages  in  the 
growth  of  tumors  in  general;  since  the  more  destructive  forms  may  in  early  stages 
conform  to  the  characters  of  the  other  groups,  wliile,  on  the  other  hand,  tumors  of  the 
less  aggressive  types  may  assume  the  autonomy  and  significance  of  the  malignant 
forms.  These  classes  of  tumors  are  not  of  course  distinct,  and  many  intermediate  types 
may  occur,  but  tliis  grouping  seems  to  the  writer  fairly  to  indicate  a  real  difference  in 
character  and  significance  in  tumors  as  a  whole  which  it  is  of  practical  advantage  to 
recognize,  and  which  is  often  lost  sight  of  in  the  more  technical  classifications. 

Cysts. 

These  structures,  for  the  sake  of  convenience,  are  often  classed  among 
the  tumors,  although  in  general  characters,  structure,  and  genesis  they 
are  usually  of  entirely  different  nature. 

They  may  be  divided  into  two  classes: 

I.  Cysts  which  develop  from  pre-existing  cavities. 

II.  Cysts  which  originate  independently  as  tlie  result  of  pathological 
changes. 

I.    CYSTS  WHICH  DEVELOP  FBOM  PRE-EXISTING  CAVITIES. 

1.  Retention  Cysts. — These  are  chiefly  formed  by  the  accumulation 
in  glands  or  their  secretory  ducts  of  the  more  or  less  altered  secretion  of 
the  gland.  They  usually  occur  as  the  result  of  a  hinderance  to  the  nor- 
mal discharge,  as  from  inflammatory  contractions,  pressure,  etc.  The 
contents  of  such  cysts  are  usually  mucous,  sebaceous,  serous,  or  of  a 
mixed  character.  Their  walls  are  the  more  or  less  altered  walls  of  the 
original  structure.  To  this  class  belong  comedones,  milium,  atiieroma, 
chalazion,  ranula,  the  ovula  Nabotiii,  milk  cysts,  and  certain  serous  cysts 
of  the  ovaries,  Fallopian  tubes,  gall-ducts,  and  uriniferous  tubules. 

2.  Transudation  Cysts. — These  arise  usually,  thougii  not  always,  as 
the  result  of  a  chronic  inflammatory  process  in  lympli-spaces  or  serous 
sacs,  and  among  them  are  to  be  classed  the  so-called  ganglia,  liydrocele, 
etc.  Certain  of  thjs.  so-called  ha»matoceles,  in  which  blood  is  extra va- 
sated  into  closed  cavities,  form  a  variety  of  the  cysts  of  this  group. 

n.    CYSTS  WHICH  ORIGINATE  INDEPENDENTLY  AS  THE  RESULT 

OF  PATHOLOGICAL  CHANGES. 

■ 

1.  Cysts  Formed  by  the  Softening  and  Disintegration  of  Tissue. — Sucli 
cysts  may  at  first  be  small  and  have  very  meagre  contents  and  no  well- 
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defined  wall.  A  wall  may  finally  be  present  either  as  an  entirely  new- 
formed  structure,  or  the  more  or  less  modified  capsule  of  the  organ  in 
which  they  occur  may  partly  or  entirely  form  the  wall.  The  contents  of 
such  cysts  are  usually  the  more  or  less  altered  detritus  of  the  tissue  by 
whose  disintegration  they  are  formed.  Such  cysts  are  very  apt  to  occur 
within  true  tumors,  particularly  those  which  are  succulent  and  of  rapid 
growth,  since  these,  as  above  stated,  are  very  liable  to  degeneration.  Old 
abscesses  may  change  into  well-defined  cysts  of  this  kind. 

2.  Cysts  Formed  around  Foreign  Bodies. — The  inflammatory  reaction 
induced  by  the  presence  of  foreign  bodies  of  various  kinds,  parasites, 
masses  of  extravasated  blood,  etc.,  frequently  results  in  the  formation  of 
well-defined  encapsulated  cysts. 

3.  Cysts  Formed  by  a  New  Growth  of  Tissues  in  Whose  Spaces  Various 
Kinds  of  Fluid  Accumulate. — These  spaces  may  or  may  not  be  lined  with 
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epithelium  and  have  something  of  the  glandular  character.  Such  forms 
are  exemplified  in  some  of  the  compound  ovarian  cysts — the  so-called 
ovarian  cystomata;   but  these  are  really  adenomata. 

4.  Congenital  C]rats. — These  are  of  various  forms,  and  their  mode  of 
origin  is  in  most  cases  liut  imperfectly  understood.  8ome  of  them  are 
properly  grouped  among  the  toratomata.  The  so-called  dermoid  cysts 
of  the  subcutaneous  tissue  {Fig.  197)  and  ovary  are  marked  examples 
of  this  class.  The  dermoid  cysts  of  the  skin  arc  probably  all  formed 
from  an  enibryciiial  disphicoment  of  the  epiilermal  structures.  The 
simplest  forms,  called  ci'idcnnoid  cysts,  arc  lined  with  epithelium  of  the 
squamous  type  and  largely  filled  with  a  mass  of  flat  desquamated  cells. 
In  the  more  complicated  forms,  hair  follicles,  and  sebaceous  and  sweat 
glands  are  present  in  the  lining  epiiiermal  membrane.  Certain  congenital 
cysts  of  the  kidney  and  other  internal  organs  are  conveniently  grouped 
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here,  although  it  is  probable  that  some  of  them  at  least  originate  during 
fcetal  life  in  one  or  the  other  of  the  above-described  ways,  and  hence  are 
not  essentially  different  in  nature  from  some  of  the  cysts  of  other  classes. 
For  the  mode  of  formation  of  certain  cysts  of  the  neck  see  page  598.' 
For  cysts  of  the  viscera  see  Special  Pathology. 

Various  Lesions  Sometimes  Described  as  Tumors. 

There  are  certain  enlargements  of  the  lymph-nodes  which  are  in  reality  hyper- 
plasias, sometimes  inflammatory  in  character  and  sometimes  not,  and  which  are  often 
grouped  among  the  tumors  as  lymphomata.  Thoy  are  not  true  tumors,  and  will  be  con- 
sidered under  the  lesions  of  the  lymph-nodes.  In  the  same  group  are  often  classed  the 
enlargements  of  the  lymph-nodes  in  leukaemia  and  in  other  general  diseases,  which  are 
considered  in  another  part  of  this  book. 

Another  group  of  tumors  sometimes  called  lymphomata  are  in  reality  sarcomata, 
and  these  lii'ill  be  described  under  the  latter  heading. 

There  is  also  a  group  of  nodular  new  formations,  the  so-called  "  infective  granu- 
lomata,"  which  in  earlier  days  were  classed  among  the  tumors.  These  are  found  in 
tuberculosis,  lupus,  leprosy,  syphilis,  glanders,  and  actinomycosis.  They  are,  however, 
inflammatory  new  formations,  and  as  our  knowledge  regarding  them  has  increased, 
many  of  them  have  been  proven  to  be  incited  by  plant  parasites  (see  section  devoted 
to  Infectious  Diseases).     In  the  case  of  syphilis  the  absolute  proof  is  still  lacking. 

Technique  of  Fixation  and  Hardening. 

In  general,  tumors,  like  all  tissues  for  microscopical  study,  should  be  cut  into 
small  pieces  before  immersing  them  in  the  preservative  fluids,  and  the  sooner  they 
can  be  placed  in  these  after  removal  the  l)etter  will  be  the  preservation.  In  some 
cases  much  may  be  learned  fn)ni  large  sections  of  tumors  together  with  their  sur- 
rounding tissues.  In  tliis  case  the  suitable  portion  of  the  tumor  must  be  preserved 
whole,  and  is  best  fixed  in  five-per-cent  fonnaldchydo  followed  by  alcohol. 

It  is  often  important  in  the  study  of  tumors  to  examine  not  only  the  fidly  devel- 
oped or  mature  tumor  structures,  but  also  those  portions  in  which  the  new  growth  is 
forming  and  in  which  it  is  encroaching  on  adjacent  parts. 

So  that  in  selecting  portions  of  tumors  for  preservation  and  study,  it  is  not  wise  to 
snip  off  a  small  piece  at  random,  but  a  careful  selection  should  be  made,  liberal  por- 
tions being  saved,  from  the  centre,  from  the  periphery,  and  from  such  surrounding 
tissues  as  are  available.  For  the  ordinary  routine  hardening  of  tumors,  Orth's  fluid 
followed  by  alcohol  may  be  recommended. 

Special  Forms  of  Tumors. 

FIBROMA. 

The  fiV)romat:i  are  composed  of  fibrillar  roniiertivo  tissue,  which,  as 
in  the  physiological  type,  is  sometimes  dense  and  firm.  Fibroma  durum, 
and  sometimes  loose  in  texture  and  soft,  Fibroma  mollc.     Thev  are  usu- 
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ally  sharply  circumscriberl  and  are  frequently  encapsulated,  but  they 
may  be  diffuse  and  merire  imperceptibly  into  the  surrounding  tissue. 
They  are  freciuently  small  and  insipjnificant ,  but  occasionally  jrrow  to  an 
enormous  size.  Some  fibromata  consist  almost  entirely  of  intercellular 
substance,   containinjc:  but    few  flattened  or  spindle-shaped  cells   (Fijr. 

'  O.iiiftult  fnr  (MHisiileration  of  riliatiMl  ami  (»tli»T  ry-ts  IIiss,  Zii'^cicr's  Hcitr.  zur.  patli. 
Anat.,  Mil.  viii..  i>.  «>s,  ISlK):  also  Zahn,  Virrli.  Arrli..  Bil.  ixliii..  p.  170.  \s<M\.  For  later 
gr-ii'^ral  l»ibliov:r:ipliy  of  cy.-trj  ^L•c  AschojJ,  Lubaracli  iiiul  (.>>l<Ttag's  "  Krgrl>ni!>.s«","  .lalirg.  ii. 
for  ISO."),  p.   I.Vi. 
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198);  otheis  contain  very  many  variously  shnped  cells  (Fig.  199). 
The  cells  are  often  more  abundant  in  one  part  of  the  tumor  than  in  an- 
other. The  denser  varieties  usually  contain  but  few  blood-vessels, 
although  they  are  occasionally  quite  vascu- 
lar. Many  of  the  softer  varieties  are  very 
vascular.  Nerves  are  occasionally  present.' 
The  course  and  arrangement  of  the  fibres  in 
these  tumors  are  usually  irregular;  they  often 
cross  and  interlace  in  a  most  complex  man- 
ner. The  fibromata  are  usually  of  slow- 
growth,  but  exceptionally  they  grow  rapid- 
ly. Thej'  are  benign  tumors,  but  by  press- 
ure on  important  organs,  by  ulceration,  or 
by  changing  into  other  varieties  of  tissue 
they  may  become  of  serious  import.  Pure 
fibromata  do  not  form  metastases,  but 
they  are  often  multiple,  and  when  so  are 
frequently  congenital.  They  may  recur  when 
not  fully  removed. 
It  seems  probable  that  in  the  multiple  fibromata  of  the  skin  (Fibroma 
moUuscum)  the  new  growths  occur  in  some  special  form  of  connective 
tissue,  as  that  of  the  nerves,  blood-vessels,  or  glands.     Some  of  them  are 


Fio.   198.— Dense  Pibr< 
or    Abdouinal    Wall  — 

Some  of  the  banils  of  ( 


n  groae  appcBrance  tlie  ti 


Tissue. 
resembled  myxoma. 


congenital.     There  is  often  a  growth  of  very  cellular  tissue  just  beneath 
the  epithelium.     Such  tumors  resemble  sarcoma.' 

While  the  fibromata  are  commonly  nodular  in  form,   when  they 

'  For  &  Htiidy  of  elantic  and  ivlicular  tiaiiie  in  tumoni  net  Brddu.'in,  "Vaufilian  Amii- 
venary  Contributions,"  1003,  ]1.  405.  For  fibroglia  fibrils  sec  MaUwi,  Jour.  Mc<l.  Res., 
vol.  xiii.,  p.   113,   1005. 

'  Sec  Gilchritt,  Jolins  Hopkins  Hosp.  Rep..  v<A.  i,,  p.  3i9.  1896. 
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develop  on  the  akin  or  mucous  membranes  they  frequently  form  papillary 
outgrowths  covered  more  or  less  thickly  with  epithelium,  and  are  then 
called  papUlomata  (Fig.  200) .  Common  warts  of  the  skin  are  papillomata 
with  excessive  production  of  surface  epithelium.  To  the  papillomata 
also  belong  some  of  the  so-called  condylomata. 

The  so-called  Cheloid,  composed  of  very  dense  fibrous  tissue  with  few 
cells,  often  develops  rapidly  in  old  cicatrices,  or  elsewhere,  in  the  akin. 


tus.  aoO.— .Small  Papilloma  of  tiik  Skin-, 

forming  flat  or  slightly  lobulated  tumors.  It  is  not  in  all  cases  clear 
whether  clieloids  should  be  i-pgiirded  as  tumors  or  as  inflammatory  new- 
form  at  ions. 

Fibromata  are  frequently  combined  with  other  kinds  of  tissue  to  form 
complex  tumors.  The  looser,  softer  varieties  not  infrequently  become 
cedemal oils,  when  they  may  closely  resemble  myxomata  (Fig.  109).  Fi- 
bromata are  liable  to  calcification  and  to  fatty  and  mucou.s  degeneration. 
By  metaplasia  they  may  partially  change  fo  form  fibro-chondmma, 
fibro-lipoma,  fibro-sarcoma,  or  fibro-osreoma.  The  latter  transformation 
frequently  occurs  when  they  form  in  the  periosteum. 

Developing,  as  they  do,  in  the  connective  tissue,  fibromata  occur  in 
the  various  parts  of  the  body:  in  the  skin  and  subcutaneous  tissue:  in 
intermuscular  tissue  and  fascia':  in  periosteum:  in  the  nerve  sheaths  .ind 
intrafascicular  connective  tissue;  in  the  dura  mater;  the  interstitial  tissue 
of  organ.=i;  and  in  the  mucous  membranes.  Some  of  the  so-called  polypi 
of  the  mucous  membranes  (see  Fig.  201')  and  some  psumnxunata  are 
forms  of  filiroma:  the  fo-mcr  are  often  ."soft  and  fcdematou.s. 

Occasionally,  in  the  ducts  of  glands,  fibrous  polypi  grow  to  an  enor- 
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mous  extent,  their  epithelial  covering  keeping  pace  in  growth  with  their 
development,- until  they  form  very  large,  irregular,  loose-textured  tumors, 
which  often  finally  ulcerate.  Such  forms  are  seen  in  the  mammary 
gland,  where  they  are  sometimes  mistaken  for  carcinomata.  They  are 
called  Intracanalicular  pbromaia  (see  Fig.  556,  p.  797). 

It  is  often  dilficult  to  distinguish  between  genuine  fibromata  and 


Flu.  201.— MLTOt'a  Polvp  of  the  Nobe. 

The  ueclion  shows  the  epithelial  covering  of  the  new  growth,  as  well  as  its  numerous 

blood-vcaaeU  and  a  few  mucous  glands. 

inflammatory  or  other  connective-tissue  hyperplasias,  such  as  elephan- 
tiasis; and  perhaps  the  fuller  knowledge  of  the  future  will  show  that  the 
distinctions  are  not  as  definite  as  our. classifications  indicate. 


Mucous  tissue  is  essentially  an  embryonic  tissue,  for  in  the  normal 
adult  it  is  present  only  in  a  very  imperfect  and  atypical  form  in  the 
vitreous  of  ihe  eye.  and  perhaps  exceptionally  in  small  amount  about 
the  heart,  kidneys,  and  medulla  of  bone. 

The  myxomata  are  thus  essentially  embryonic-tissue  tumors.  These 
tumors  consist,  in  their  most  typical  forms,  of  a  homogeneous  or  finely 
fibrillatod,  soft,  gelatinous  basement  sultstancc,  in  which  arc  embedded 
a  variable  numl>er  of  spheroidal,  fu-siform,  branching,  and  often  anas- 
tomosing cells  (Fig.  202).  They  may  contain  few  or  many  blood- vessels 
and  sometimes  nerves.  By  the  addition  of  acetic  acid,  mucin  may  be 
precipitated  from  the  basement  substance.  In  settions  it  is  usually 
stained  with  lia-matoxylin.     The  verj-  soft  forms  which  contain  compara- 


TUMORS 


347 


lively  few  cells  and  much  translucent  basement  substance  arc  called 
Myxoma  gelcUinosum  or  M.  moUe.  The  presence  of  many  cells  renders 
them  more  consistent  and  gives  them  a  whiter  and  more  opaque  appear- 
ance; such  forms  are  called  A/,  medullare. 

Pure  myxomata  are  not  common.  The  myxomata  are  very  apt  to  be 
combined  with  fibrillar  connective  tissue  as  fibro-myxoma ;  or  with  fat 
tissue,  lipo'tnyxoma  ;  and  they  very  frequently  become  sarcomatous,  or 
take  part  in  the  formation  of  very  complex  tumors.     They  may  be  dif- 


I'lo.  202. — Myxoma  ok  thk  Larynx. 
Showing  the  difTiLse  staining  of  the  niucin-containing  stroma  with  ha*niatoxy]in. 

tuse  or  encapsulated  with  fibrillar  connective  tissue;  they  arc  frequently 
very  lar^e,  and  may  be  multiple.  Owing  to  the  character  of  the  base- 
ment substance,  the  blood-vessels  not  infrequently  rupture,  giving  rise 
to  larger  or  smaller  hipmorrhages  within  the  tumor,  or  to  the  formation 
of  cysts.     The  cells  are  liable  to  undergo  fatty  degeneration. 

In  the  fibrous  tissue  of  many  tumors,  in  chronic  inflammation  of  the  mucous  mem- 
branes, variously  sliaped  small  cells  occur  whose  bodies  contain  few  or  many  well- 
defined  basophile  granules  which  are  not  infretjucntly  mistaken  for  cocci.  Such  cells, 
called  **mast  cells."  occur  in  various  parts  of  the  normal  bofly.  The  nature  of  the 
granules  has  not  been  definitely  determined. 

Composed,  ns  they  are,  of  a  type  of  tissue  from  which  fat  tissue  is 
developed  in  the  embryo,  the  relations  of  myxomata  to  fat  tissue  are 
ver>'  intimate.  They  are  most  frequently  developed  in,  and  probably 
directlv  from,  fat  tissue.  Thev  are  also  found  in  the  subcutaneous,  sub- 
mucous,  and  subserous  tissue,  in  the  marrow  and  periosteum:  in  the 
brain  and  cord;  in  the  sheaths  and  intrafascicular  tissue  of  j)eripheral 
nerves:  in  intermuscular  septn;  and  in  the  interstitial  tissue  of  glands, 
such  as  the  mamma  and  parotid. 

The  myxomata  are  in  general  l)enign;  yet  thev  are  very  prone.  (»spe- 
cially  the  lipomatous  forms,  to  local  recurrence.  Thev  sometimes  grow 
very  rapidly,  an<l  sometimes,  though  very  rarely,  form  metastases.     In 


the  not  infrequent  combination  with  sarcoma  they  may  exhibit  the  most 
marked  malignancy.  Some  of  the  polypi  of  mucous  membranes  are 
apparently  myxomata  or  fibro-myxomata.  On  the  other  hand,  many  of 
the  so-called  mucous  polyps,  those  of  the  nose  for  example,  arc  simply 
cedematous  hyperplasia  of  the  mucosa.' 

(Edematous,  loose,  and  cellular  forms  of  fibrillar  connective  tissue 
so  closely  resemble  some  of  the  forms  of  mucous  tissue  that  certain 
observers  consider  them  identical.  So  prone  are  many  tumors  to  un- 
dergo mucous  degeneration,  and  so  frequent  are  the  combinations  of  the 
myxomata  with  other  forms  of  tumors,  that  it  is  often  difficult,  some- 
times impossible,  to  say  whether  the  mucous  tissue  in  a  given  composite 
tumor  is  primary  or  secondary. 

sahcoma. 

These  tumors  are  formed  on  the  type  of  connective  tissue,  but  they 
are,  as  a  rule,  largely  composed  of  cells;  the  basement  substance,  though 
a  constant  and  important  factor,  being  much  less  conspicuous  than  in 
adult  connective  tissue.     They  more  closely  resemble,  in  general,  the 
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Pia.  203. — Laboe   Spindle-Celled  Sarcoua. 

developing  connective  tissue  of  the  embryo  or  the  granulation  tissue  of 
inflammation. 

The  cells  of  the  sarcomata  are  most  varied  in  size  and  shape.  They 
may  be  flat,  fusiform,  spheroidal,  or  branched,  and  even  cuboidal  or 
cylindrical;  they  may  be  multinuclear  and  very  large,  or  they  may  be 
very  small  and  spheroidal,  resembling  leucocytes.  The  fibrillar  base- 
ment substance  may  lie  present  in  such  small  quantity  as  entirely  to 

1  Sco  reference  to  Wright,  |).  531. 
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escape  a  superficial  observation,  covered  as  it  may  be  by  the  abundant 
cells;  or  it  may  be  so  abundant  as  to  give  the  tumor  the  general  appear- 
ance of  a  fibroma.  It  may  be  intimately  intermingled  with  the  cells  in 
fascicles,  or  it  may  be  in  large  open-meshed  networks,  giving  to  the 
tumor  an  alveolar  appearance.  The  cells,  however,  always  stand  in  an 
intimate  relationship  to  the  basement  substance,  which  they  sometimes 
reveal  by  fibrillar  processes  continuous  with  it.  Blood-vessels  also  form 
a  constant  and  important  structural  element  in  these  tumors,  being  in 
some  of  them  so  predominating  a  factor  that  they  give  structural  out- 
line and  general  character  to  the  growth.  They,  too,  as  in  the  normal 
connective  tissue,  are  intimately  associated  with  the  basement  substance 
and  with  the  tumor  cells. 

Sarcomata  are  most  frequently  found  in  the  skin,  subcutaneous  tis- 
sue, fascia*,  subserous  connective  tissue,  the  marrow  or  periosteum,  and 
in  the  choroid.  They  may  also  occur,  though  more  rarely,  in  the  dura 
mater;  brain  and  cord;  lymph-nodes;  in  the  adventitia  of  blood-vessels. 


«* 


.^^ 


i:'<'^.r:^^t>^J 


<*fcV> 


—•trj> 


Fig.  204. — Sfindle-cklled  Sarcoma. 
Showing  abundant  cell  growth  near  a  blood-vesiftol. 


and  in  nerve  sheaths:  in  submucous  tissue;  in  the  uterus  and  ovary, 
and  in  the  kidney.  In  the  liver  and  lungs  and  heart  they  may  occur  by 
metastasis. 

They  arc  most  common  early  in  life.  The  cellular  character,  the 
rapid  growth,  the  vascularity  and  succulence  of  many  forms,  the  marked 
tendency  to  local  recurrence,  and  the  formation  of  metastases,  stamp  the 
sarcomata  as  malignant  tumors.  But  in  this  they  vary  greatly;  wliile 
some  of  the  forms  belong  in  every  sense  to  the  most  malignant  of  tumors, 
others  grow  slowly,  are  very  dense,  and  may  remain  localized  and  harm- 
less for  years.  Their  tendencies  in  this  respect  will  be  mentioned  under 
the  special  forms. 

Intimatelv  related  as  thov  are  to  the  blood-vessels,  metastasis  is  more 
apt  to  occur  through  the  blood  than  through  the  lymph  channels,  and 
consequently  adjacent  lymph-nodes  are  much  less  apt  to  be  involved 
than  in  some  other  forms  of  tumor,  notably  the  carcinomata.  The  richlv 
cellular  and  vascular  forms  of  sarcoma  are  especially  prone  to  hienior- 
rhages,  degeneration,  and  ulceration. 
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A  single  form  of  cells  is  often  so  predominant  as  to  furnish  a  suit- 
able qualifying  name  for  the  tumor,  but  in  many  cases  the  cell  form 
varies  greatly  in  the  same  growth.  It  may  be  said,  in  general,  that  there 
is  a  tendency  to  reproduce  in  these  tumors  some  of  the  special  charac- 
teristics of  the  tissues  in  which  they  originate.  Thus,  sarcomata  of  the 
bones  are  apt  to  be  osteo-sarcomata;  those  of  pigmented  tissue,  like  the 


Fio.  205. — Shall  Spindle-celled  Sahcohi 


choroid,  are  apt  to  be  pigmented  sarcomata.  It  will  be  more  convenient 
for  our  present  purpose  to  describe  briePy  the  more  common  forms  one 
after  another  than  to  attempt  any  systematic  classification  of  them. 
It  should  be  remembered,  however,  that  the  various  forms  are  not 
sharply  defined,  but  are  apt  to  merge  into  one  another  and  to  inter- 
mingle in  various  ways. 

Spindle-celled  Sarcoma. — The  cells  in  these  tumors  may  be  large — large 
spindle-celled  S.  (Figa.  203  and  204);  or  they  may  be  small — small 
apindle-ceikd  S.  (Fig.  205).  They  may 
consist  largely  of  ceils,  or  may  contain 
so  much  intercellular  fibrous  tissue  as 
to  be  appropriately  called  fibrc-narcoma. 
The  cells  are  frequently  arranged  in 
fascicles,  which  surround  the  blood- 
vessels, and  these  fascicles  may  cross 
and  interlace.  These  tumors,  espe- 
cially the  small-celled  forms,  are,  as  a 
rule,  denser  and  firmer  and  less  malig- 
nant than  other  forms  of  sarcoma,  but 
to  this  there  arc  many  exceptions. 
They  may  be  encapsulated  or  infiltrat- 
ing. To  this  class  belong  the  growths 
formerly  described  as  fibj-o-plastic  tu- 
mors and  recurrent  fibroids.  They  frequently  occur  in  the  perios- 
teum, subcutaneous  tissue,  and  muscle:  in  the  uterus,  and  in  various 
glands,  notably  in  the  mamma,  testicle,  thyroid,  etc.  These  forms  are 
among  the  most  frequent  of  the  sarcomata. 


Fia.  208. — Shall  Ruund-cellf.d 

Sarcoua. 

From  a  metastatic  tumor  in  the  lungs 
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Round-celled  Sarcoma. — Of  these  there  are  two  classes — 1,  sm<dl 
round-celled  sarcomata  and,  2,  large  round-celled  sarcomata. 

1.  The  small  round-celled  sarcomata  consist  of  cells  of  about  the  size 
and  appearance  of  mononuclear  leucocytes  (Fig.  206),  and  may  have 
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much  or  little  intercellular  substance,  which  may  bo  irregularly  dis- 
posed or  arranged  in  large  meshes  resembling  alveoli.  In  many  cases, 
so  small  is  the  quantity  of  intercellular  sul>stuncc  that  it  is  difficult  of 
detection  without  special  modes  of  preparation.     These  tumors  often 


contain  many  blood- vcs-sels,  and  may  be  very  soft  and  succulent.     Their 
growth  is  somelinics  rapid  and  they  are  oflen  very  malignant. 

They  most  frequently  occur  in  the  coiinective  tissue  of  the  muscles 
and  fascia",  in  bone,  and  in  lymph-nodes  (hfiiipko-narcoma).'  They  also 
occur  in  the  internal  organs,  not  infrequently  in  the  brain,  associated 
with  glioma  as  ijlio-sarconia. 
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2.  In  the  large  round-celled  sarcomata  (Fig.  207}  the  cells  vary  in 
size,  but  are  usually  very  much  larger  than  in  the  last  variety.  Their 
nuclei  are  usually  large  and  contain  prominent  nucleoli.  They,  too,  are 
often  very  vascular,  and  contain  a  variable  quantity  of  basement  sub- 


Fio.  209. — Melani>-8arcoii&  op 
A  sdiaU  nodule  showing  local  extension  is  seen  ii 

stance.     They  are  occasionally  alveolar  in  character.     They  are,  as  a 
rule,  less  soft  and  malignant  than  the  small-celled  varieties. 

Melano-Sarcoma.— These  tumors  consist   most  frequently  of  poly- 
hedral cells  of  various  sizes.     They  are  characterized  by  the  presence  in 


Via.  210. — OiANT-CELi.i:i>  Sarcoua  o 


the  cells,  and  leas  frequently  in  the  intercellular  substance,  of  larger  and 
smaller  particles  of  brown  or  black  pigment  (Fig.  208).  The  pigment 
is  usually  quite  irregularly  distributed  in  patches  or  streaks.  They  arise 
most  frequently  in  the  skin  (Fig.  209)  and  in  the  choroid.     Pigmented 
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moles  of  the  skin  often  form  their  starting-points. '  They  belong  to  the 
most  malignant  of  tumors.  They  very  readily  form  metastatic  tumors 
in  various  parts  of  the  both',  which  are,  like  the  parent  tumor,  pigmented. 

Various  forms  of  tumors  may  contain  brownish  pigment  deposited  in 
them  by  the  degeneration  of  the  haemoglobin  from  extravasated  blood; 
these  should  not  be  mistaken  for  melanotic  sarcomata.' 

Hyeloid  or  Giant-celled  Sarcoma. — Tumors  of  this  class  are  usually 
formed  chiefly  of  spheroidal  or  fusiform  cells  of  variable  size,  but  their 
charactenstic  feature  is  the  presence  of  larger  and  smaller  multinuclear 
cells,  called  giant  cells.  These  are  closely  intermingled  with  the  other 
cells,  and  may  l)e  very  abundant  or  very  few  in  number  (Fig.  210). 
Giant  cells  may  occasionally  occur  in  other  tumors,  but  are  most  abun- 
dant and  characteristic  in  these.  These  tumoi-s  are  chiefly  formed  in 
connection  with  bone,  and  may  originate  in  the  marrow  or  in  the  peri- 
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osteum.  Thev  are  sometimes  very  soft  and  vascular,  and  subject  to 
interstitial  ha-mon-hagos.  Some  of  these  vascular  sarcomata  were  for- 
merly claused  together  with  other  kin<ls  of  vascular  tumors  as  fungus 
hiematodcs.     Some  of  the  forms  of  Cjxdh  are  E;iarit-.-clle.l  sari'omat. 

When  those  tumors  originate  in  the  marn.w  f.f  the  lot 
is  a  favorite  place  for  t!icm.  lliey  are  aj)!  to  cause  rt-sorpi 
and  although  the  tumor  may  bo  for  a  Ion?;  ti 
new-foriucd  lionc,  which  enlarges  with  tiie  cnlargitig  tiimi 
sooner  or  later,   breaks   thn.uiih   this   und    inliltrates   udji 
Thev  ai-c  liiible  to  forni  nict:i.>'Ia.-'es  and  frequently  grow  U 
size.'     The  periosteal  forms  ai-e  apt  to  be  firmer  in  texture, 

'  |.-.,r  lubl.  .,f  ,....!. i,.l,-  ■„,.l!.n.^.:,Tx-„.,K>la..f  tt„.  .kir,  sfo  IfiV-m  an. 
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to  the  development  of  irregular  masses  of  new  bone  within  them,  thus 
forming  one  of  the'  varieties  of  osteo-sarcoma. 

Osteo-Sarcoma. — These  are  spindle-  or  round-celled  tumors,  usually, 
but  not  always,  connected  with  bone,  in  which  irregular  masses  of  bone 
tissue  are  present.     The  bone  is  usually  of  irregular  atypical  structure. 


Fio.  212. — Anoio^arcOHa. 
Tumor  from  the  Mm.     9ometim«i  colled  peritheli 

the  regular  lamellation  and  typical  Haversian  canals  l)cing  usually 
absent  (Fig.  211).  They  may  form  metastases  which  present  similar 
characters. 

Angio-Sarcoma. — In  many  of  the  sarcomata  in  various  parts  of  the 
body  the  blood-vessels  form  so  prominent  and  important  a  feature  as 
to  give  special  character  to  the 
growth,  not  alone  by  their  size 
and  general  prominence  (Fig. 
212),  but  sometimes  by  the  pecul- 
iar arrangement  which  their  pre.s- 
ence  gives  to  the  cells.  While  in 
most  of  the  sarcomata  the  blood- 
vessels have  a  very  important  in- 
fluence in  determining  the  topog- 
raphy of  the  tumor,  in  most  of 
the  denser  and  in  many  of  the 
softer  varieties  this  influence  is 
not  easily  traced.  In  many 
f,  however,  particularly  those 
which  are  soft  and  very  cellular, 
the  cells  are  closely  grouped 
around  the  vessels,  developing  in  their  adventitia;  and  forming  sheaths 
around  them  (Figs.  212  and  213).  The  masses  of  cells  thus  formed, 
with  a  blood-vessel  for  a  centre,  may  be  closely  packed  together  in 
long  strings  with  more  or  less  frequent  anastomoses  or  they  may  be 
arranged  in  rounded  groups,  giving  to  the  tumor  an  alveolar  appearance 
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(Fig.  214).     Such  tumors  are  called  angio-sarcomata.     Simple  vascular- 
ity, attbougb  thb  be  extreme,  does  not  make  of  a  tumor  an  aagio- 


Alveolar  Sarcoma. — Sometimes,  as  above  stated  the  basement  sub 
stance  of  the  sarcomata,  particularly  in  some  of  the  round  celled  vane- 
ties,  is  quite  abundant  and  ar- 
ranged in  a  wide-meshed  net, 
in  the  meshes  of  which  the 
cells  lie.  These  spaces  are 
called  alveoli,  and  this  variety 
of  structure  has  acquired  im- 
portance from  tUe  general  re- 
semblance which  these  tumors 
have  to  the  well-defined  and 
characteristic  alveolar  struct 
ure  which  many  of  the  car 
cinomata  exhibit.  It  is  true 
that  occasionally  the  resem- 
blance is  very  close  indeed, 
but  usually  the  sarcomata  pre- 
sent a  more  or  less  intimate  relation  between  the  cells  and  basement 
substance.  The  cells  usually  do  not  simply  lie  in  the  cavities  but  are 
often  attached  to  the  intercellular  substance  which  not  seldom  sends 
finer  trabeculse  into  the  alveoli  between  the  cells  Sometimes  a  careful 
shaking  of  sections  in  water  is  necessary  to  reveal  the  characters  of  the 
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Flo.  215, — Myxo-Sarcoma  of  the  Parotid. 

reticulum.  The  cells,  moreover,  are  usually,  though  not  always,  dis- 
tinctive in  character.  This  form  of  tumor  is,  in  some  crises  at  least, 
determined,  as  above  stated,  by  the  new  formation  and  peculiar  arrange- 
mcnt  of  the  blood-vessels.  Tumors  of  this  kind  are  not  conmion,  but 
may  occur  in  the  skin,  lymph-nodes,  bones,  and  pia  mater.  They  are 
usually  very  malignant.  Many  of  these  tumors  are  doubtless  more 
properly  chLssed  among  the  endotheliomata. 
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Mixed  Forms  of  Sarcoma. — In  addition  to  the  above  more  or  less  well- 
defined  forms  of  sarcoma,  there  exist  various  modifications  which  have 
received  special  names.  The  sarcomata  in  which  cysts  form,  either  by 
the  softening  of  tissue  by  degeneration,  or  by  the  dilatation  of  gland 
ducts  by  pressure,  or  by  the  new  formation  of  tissue  in  gland  ducts  or 
alveoli  which  dilate  with  the  growth  of  the  tumor,  have  received  the 
name  of  cijsto-aarcomata. 

Mucous  degeneration  is  frequent  in  the  various  forms  of  sarcoma.  A 
combination  of  myxoma  and  sarcoma — myxosarcoma — is  common  (see 
Fig.  215). 

Combinations  of  sarcoma  with  fat  tissue,  lipo-sarcoma;  with  glandu- 
lar structure,  adenosarcoma  (Fig.  216);  with  cartilage,  ckondro-s 
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with  muscle  tissue,  myosarcoma;  and  with  various  other  tissues,  are  of 
frequent  occurrence.  Some  forms  of  psammoma,  or  "  brain-sand," 
found  chiefly  in  the  dura  mater,  are  fibrosarcomata  or  endothdiomata, 
which  have  undergone  calcification,  the  lime  being  deposited  in  lamel- 
lated  masses  of  various  shapes  within  them. 

Someof  thesoft  papillomataand  warts,  and  occasionally  the  polypi  of 
the  mucous  membranes,  belong  to  the  type  of  sarcoma  or  myxo-sarcoma. 

The  so-called  ckloroma  is  a  small  round-celled  growth  characterized  liy 
its  greenish  color;  it  occurs  with  especial  frequency  in  bone  and  is  often 
multiple.     The  nature  of  the  coloring  material  is  uncertain  (see  p.  440).' 

BNIJOTHEIJOIIA. 

An  endothelioma  is  a  tumor  derived  from  endothelium.  It  most 
commonly  originates  in  the  endothelium  of  the  blood- or  lymph-vessels 
or  the  lymph-spaces. 

'  For  tlic  relalinnship  of  cliloroma  to  certain  t>ppB  of  Iculurmia  see  DiKk,  Amrr.  Jour. 
Mul.  Hri,.  vol.  c\i.,  p,  152.1803.  bibl. ;  a\ao  tUcrnberg,  Lubnrsch  and  OsterUig'B  "  ErgebniBse 
li.  allg.  Patli.."  Jahrg.  «,  Abtli.  1003,  p.  360. 
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Tumora  originating  in  the  mesothelium  of  the  great  serous  cavities, 
the  pleural,  pericardial,  and  peritoneal,  are  in  many  respects  similar  to 
those  arising  from  the  blood-  and  lymph-vessel  endothelium,  und  we  shall 
therefore  for  the  present  f;roup  them  among  the  endotheliomata.  It 
might,  however,  on  some  accounts  be  better  to  call  them  mesotheliomata.' 

Endothelial  cells  are  normally  elongated  and  thin,  forming  a  mosaic 
over  the  surfaces  which  they  line.  Under  various  abnormal  conditions, 
however,  in  hyperplasia,  in  in- 
flammation, and  in  the  repara- 
tive processes,  these  cells  may 
l>ecome  thicker  than  normal  e\en 
cuboidal  in  shape. 

So  also  in  the  endotheliomata 
the  cells  seldom  resemi)le  the  not 
mal  endothelium,  but  are  cuboid 
al,  polyhedral,  or  even  cyhmlri 
cal  in  shape,  or  on  pressure  ma\ 
Ofisume  elongated,  fusiform  or 
other  bizarre  forms.  The  lelK 
in  endotheliomata  may  form  more 
or  less  distinct  tubular  Mt  nut  ures 
i-ecalling  their  nrigiual  function 
as  lining  celk,  but  they  ma\  be 
piled  in  several  layers  over  one 
another  with  an  open  Inmen  here 
and  there,  or  rinally  they  may 
form  solid  reticular  masses,  scarce- 
ly to  be  distiugui.shed  on  mor- 
phological grounds,  with  our  present  knowledge,  from  ceitaiii  forma  of 
epithelial-cell  tumors^carcinonia. 

The  cell  niaiwes  in  endothelioma  are  enclosed  I)y  a  varying  amount 
of  fibrous  ti.*suc.  either  old  or  ucw-fornii-d.  This  stroma  is  often  vascu- 
lar and  soniciimcs  ap])cai-s  in  places  to  consi.st  almost  wholly  of  ves.sels 
around  which  the  tumor  cells  are  packed,  the  whole  resembling  some  of 
the  forms  of  angio-sarcoma. 

These  tumors  developing  from  the  endothelium  of  the  vessels  or 
lymph-spaces  sometimes  exhibit  a  structure  closely  simulating  that  of 
tubular  glands  lined  with  more  or  less  cuboidal  epithelium  (Fig.  lil"). 
When  originating  in  the  blood-ves-sels  these  tumors  are  called  hivmnmjio- 
endotheliomtila :  when  flerived  from  the  lymph-vowtcls  they  arc  called 
lytnpha  mjiri-rmhtthetionmla. 

Sometimes  the  ceils  of  the  enilolholiomata  arc  packed  together  in 
dense  concentric  masses,  which  may  have  a  glistening  appearance,  and 
auch  tumors  are  sometimes  called  rholcslintiiniuta.-     Although,  for  the 
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most  part,  the  peculiar  glistening  appearance  of  these  tumors  is  due  to 
the  closely  packed  thin  cells  which  compose  them,  they  not  infrequently 
contain  crystals  of  cholest«rin,  which  may  share  in  producing  this  char- 
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acteristic  appearance.     But  the  cholesterin  may  be  absent,  or  present 
in  small  amount. 

In  the  dura  mater  endotheliomata  are  formed  of  densely  packed 
masses  of  flattened  celle  (Fig.  218);   or  the  cells,  often  polyhedral  or 


cuboidal  in  shape,  are  grouped  around  blood-vessela  (Fig.  225) ;  or,  finally, 
they  develop  in  closely  packed  concentric  masses  forming  one  of  the 
types  of  psammoma  (Figs.  219  and  220). 


The  stroma  of  the  endotheliomata  may  undergo  various  forms  of 
alteration,  developing  hyaline,  myxomatous,  or  cartilaginous,  or  very 
dense  fibrous  characters  (Fig.  221);  or  it  may  atrophy,  leaving  the  pro- 
liferated endothelium  and  the  l^Iood-vessels  as  the  chief  structural  ele- 
ments. On  the  other  hand,  hyaline  and  mucous  degeneration  of  the 
endothelial  cells  may  occur  (Fig.  222),  and  considerable  collections  of 
these  materials,  free  from  the  cells  but  surrounded  by  the  cell  masses,  may 
give  a  cystic  character  or  lend  a  glandular  appearance  to  the  growth. 

Such  tumors— in  which  homogeneous  or  striated  cylinders  of  hyaline 
or  mucoid  material  (Fig.  223),  often  closely  surrounded  by  layers  of 


Guboidal  or  flattened  cells  (Fig.  224),  form  a  striking  feature — have 
sometimes  lieen  called  cifUndromata.  It  is  probable  that  some  of  the 
tumors  included  here  l)elong  more  properly  among  the  so-called  basal- 
celled  carcinomata  (see  p.  3S5). 

The  slmma  of  the  endothelioma  may  become  sarcomatous  and  thus 
a  mixed  lumor — a  sarcomatous  endothelioma— may  be  formed. 

The  endotheliomata  may  be  single,  nodular,  and  of  consiiierable  size; 
or  they  may  be  multiple,  numerous  small  tumors  being  scattered  over 
the  surface  of  the  part  in  which  they  grow.  Thej-  may  even  form  a 
thick  or  thin  pellicle  over  surfaces,  or  cause  adhesions  between  adjacent 
organs.     They  may  form  metastases. 

They  occur  in  the  dura  mater  and  pia  mater,  in  the  pleura  and  peri- 
toneum, and  tumors  thus  named  have  been  described  as  occurring  in 


the  skin,  bone,  gums,  lymph -nodes,  ovary,  hver,  brain,  testicle,  glandula 
carotica,  and  saHvary  glands.' 

It  is  probable,  however,  that  a  considerable  number  of  these  tumors, 
especially  those  of  the  salivary  glands,  should  be  grouped  among  epithe- 
lial growths  arising  in  some  congenital  anomaly.  See  Tumors  of  the  Sali- 
vary Glands,  p.  651,* 

The  difficulty  of  diagnosis  in  certain  of  the  endotheliomata  depends 
upon  the  fact  that  the  cells  in  the  developed  tumors  assume  forms  so 
entirely  different  from  the  normal  endothelium,  and  upon  the  impossibility 
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in  many  cases  of  detecting  the  origin  of  the  tumor.  In  many  instances 
one  is  forced  to  rely  in  a  measure  upon  the  probabilities  of  origin  as  indi- 
cated by  the  seat  of  the  tumor. 

The  alleged  transition  forms  of  cells  which  may  be  found  in  the  peri- 
phery of  such  tumors  between  the  tumor  cells  and  the  endothelium 
of  blood-  or  lymph-vessels  must  be  accepted  with  caution  as  evidence, 

>  For  a  discussion  of  the  PDJotheliomBta  consult: 

p.  Volkmann.  "Ueber  endotheliale  GescliwQInte,"  nputwh.  Zeita.  f.  Chir.,  Bd.  sli.. 
p.  1.  Lubartch.  "ErgcbnisM  d.  allg.  Path.,"  Jahrg.  i.,  Abth.  2,  p,  366;  also  ■•Rndotheliom.." 
ihid.,  Jahric.  ii.,  p.  592. 

For  pmbryological  considerationB  bearing  on  the  nubject  see: 

Ghckner.  Zeitfl.  f.  Heilkunde,  Bd.  sviii.,  p.  209,  1897;  Marchand,  Verh,  der  Deutsch. 
path.  Gciiellwh.,  Bd.  ii.,  p.  36.  IDOO. 

On  thp  orrurrenco  of  Riant  cells  and  cells  with  very  large  nnclei  in  endotheliums  see 
GUicknrr,  Ziegler'a  Heitr.,  Bd.  iivi.,  p.  73,  1900, 

*  For  a  stud)-  of  tumors  of  the  salivary  glands  and  their  allegeil  nature  sec  Wood,  Annals 
of  Surgery,  vol,  xxxix.,  p.  57,  1904. 


TUMORS  361 

since  we  have  reason  to  believe  as  we  have  seen  above  (p.  320)  that  the 
characteristic  cells  of  a  tumor  are  the  direct  descendants  of  those  in 
which  the  growth  started  and  are  not  derived  from  a  later  growth  of 
the  cells  of  the  part  in  which  the  tumor  is  situated. 

One  may  be  able  to  differentiate  between  carcinoma  and  endothe- 
lioma by  the  discovery  of  definite  epitheiiul  characters  in  the  cells,  such 
as  secretion  products,  spines,  and  corneous  transformations.     Or,  on 
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the  other  hand,  one  may  discover  a  more  intimate  relationship  between 
the  cells  and  the  stroma  which  characterizes  the  cndothelioniata  as  tu- 
mors of  the  connective-tissue  type.  Thus  in  sumo  endotheliomata  one 
may  discover  that  the  external  iayera  even  of  cuhoidal  cells  senil  prnc- 
esses  out  nmons  the surroundinK  fibrils i)f  thestroma.  One  may  furlher- 
more  discover  a  small  amount  of  fibrillar  tissue  araonjr  the  cell  masses 
in  the  endothelioiiiata  which  nfhcrwise  rosenible  epithelium. 

Lipoma, — I.ipomata  are  tumors  formed  of  fat  tissue.     The  fat  tissue 


(Fig.  22C)  occurs  in  lobules  and  is  similar  to  normal  fat,  except  that  the 
cells  and  lobules  are  usually  larger  and  less  regularly  arranged.  There 
may  be  little  connective  tissue  in  the  tumors,  when  they  are  very  soft, 
almost  fluctuating — lipoma  molle — or  there  may  be  so  much  aa  to  give 
the  tumor  considerable  firmness — fibro4ipoma.  They  may  be  in  part 
transformed  into  mucous  tissue — myxo-lipoma.  Cartilage  not  infre- 
quently develops  in  them,  or  they  may  undergo  partial  calcification. 

Occasionally  the  blood-vessels  are  very  abundant  and  dilated — angio- 
lipoma.     They  are  usually  sharply  circumstribed,  but  may  infiltrate  sur- 
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rounding  tissues.     They  are  not  infrequently  pediculated.     They  some- 
times grow  to  enormous  size  and  may  ulcerate. 

They  are  usually  isolated,  but  may  be  multiple.  They  are  common 
tumors,  occurring  usually  in  the  subcutaneous  or  other  fat  tissue.  They 
may  occur  in  the  mucous  membrane  of  the  gastro-intestinal  canal,  in  the 
peritoneum,  more  rarely  in  the  dura  mater,  kidney,  liver,  and  lungs. 
They  are  lienign  tumors,  not  forming  metastases:  but  they  may  be  dele- 
terious by  ulceration  or  gangrene,  and  when  not  fully  removed  may  ex- 
hibit local  recurrence.     They  may  become  sarcomatous. 


OHONTDBOKA. 

These  tumors,  composed  of  either  of  the  forms  of  cartilage,  are  usually 
bard,  but  sometimes  quite  soft.  The  cells  do  not  present  the  same  uni- 
formity in  size,  shape,  numlier,  and  relative  position  that  they  do  in  nor- 


ma]  cartilage  {Fig.  227).  Sometimes  they  are  very  large,  spheroidal, 
and  grouped  in  masses,  and  again  small  and  far  apart.  They  are  fre- 
quently fusiform  or  branching.  Fibrillar  connective  tissue  in  varying 
quantity  is  usually  present  in  the  chondromata,  either  as  a  perichondrial 
capsule  or  running  in  bands  lietween  the  nodules  of  cartilage,  or  passing 
in  fascicles  into  them,' 

The  cartilage  may  change  to  mucous  tissue,  forming  myxochondroma, 
the  cells  may  undergo  fatty  degeneration  or  they  may  calcify  or  ossifj' — 
osteochondroma.  Chondromata  frequently  form  a  part  of  mixed  and 
complex  tunioi-a.  Metaplasia  plays  an  important  part  in  the  develop- 
ment of  cartilage  tumors  of  mixed  type. 

They  may  form  in  connection  with  bone  or  cartilage  or  in  subcu- 
taneous connective  tissue  and  fasciie.     They  may  occur  in  soft  parts 
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where  cartilage  is  not  normally  present,  as  in  the  parotid,  testicle,  mam- 
ma, and  ovaries,  where  thcj'  are  apt  to  be  mixed  with  other  tissue. 
Under  these  conditions  they  doubtless  arise  from  developmental  anom- 
alies. They  may  form  in  the  lungs  in  connection  with  the  bronchial 
cartilages  or  fram  embiyonal  displacement  of  portion.-)  of  fhe.se. 

Chondromata  are  in  general  l)enign  tumors.  Sometimes,  however, 
they  assume  malignant  characters,  encroaching  largely  upon  adjacent 
tissues,  growing  into  and  along  the  lumen  of  I ilood- vessels  and  forming 
metastases.     Such  metastases  may  occur  in  the  lungs  and  heart. ^     The 

ttnicture  of  cartilage    tumors  MV   Ernrt,  Zii'Kicr'H  Ileilr., 
n  cluindroma  see  Ernil.  Zirelcr'B   B^ltr.,  ltd.    xxviii.,  p. 
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malignant  chondromata  are  softer  than  others  and  may  be  even  of  gelat- 
inous consistence. 

Small  hyperplastic  growths  on  the  surfaces  of  cartilages  are  called 
ecchondroses. 

OHOBDOKA. 

Small  masses  of  tissue  resembling  the  chorda  have  been  found  at 
the  base  of  the  skull.  They  are  from  5  to  15  mm.  in  diameter  and 
lie  against  the  pia  or  the  lower  surface  of  the  pons.  These  have  been 
called  ckordomata.  They  are  frequently  removed  with  the  brain  at- 
tached to  the  median  basilar  artery.' 

OSTEOMA. 

The  formation  of  bone  in  the  body  in  abnormal  places  occurs  quite 
frequently  and  under  a  great  variety  of  conditions.  It  is  on  this  account 
not  easy  to  define  the  term  osteoma,  and  it  is  frequently  difficult  to  ile- 
cide  whether  or  not  a  given  mass  of  new-formed  bone  should  be  thus 


Flo.  225.  — Fkdothelioma  of  Hi-'mervs. 
Tj-pe  resembling  angio-sartoraa. 

dftsignated.  Bone  tissue  olten  occurs  in  tumors  of  the  connective -tissue 
group  as  a  secondary  or  complicating  structure — osteo- fibroma,  nuteo- 
chondroma,  osteosarcoma,  etc.  It  may  occur  in  muscles  as  a  result  of 
certain  exercises,  or  as  a  result  of  a  peculiar  inflammatory  process,  or  it 
'  See  Ribbert,  "Allg.  Path.,"  190S,  p.  47G. 
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may  occur  in  connection  with  chronic  inflammation  in  a  variety  of  tis- 
sues. A  circumscribed  mass  of  abnormal  bone,  not  of  inflammatory 
origin,  may  be  called  an  osteoma.  Small  masses  of  new-formed  bone  of 
various  shape,  projecting  from  a  bony  surface  and  frequently  of  inflam- 


•        •  '•••  *"• 
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I'lc;.  226.— Lipoma. 
The  section  .shows  a  small  |K)rtion  of  th(i  tiinior  in'ar  thr  surrounding  fibrous  tissue. 

matory  origin,  are  usually  called  o.steoj}hytc.s.     Bony  tumors  projecting 
from  the  surface  of  bones  are  frequently  called  exostoses. 

An  osteoma  may  be  loose  in  texture,  consisting  of  bone  tissue  similar 
to  cancellous  tissue;   or  it  may  be  very  hard  and  dense  like  ivory,  so- 
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Fi(..  227.  — ('in»\DK«»MA  OK  I'kmiu. 

called  [vorii  exostoses.     The  difTcM'ence  l)Otwoen  these  forms  lies  chieflv 
in  the  varviriir  number  and  size  of  the  vascular  niul  modiillarv  si^aces 

•  •  •  * 

which  thov  contain.     The  «rrowth  of  the  ostconiata  is.  as  a  rule,  .^low. 
They  are  IxMii^n  tumors,  and  are  not  infrequently  nuiltij)lc. 

Osteomata  may  develop  in  connection  witli  the  l)one  or  periosteum. 


which  is  most  frequently  the  case,  or,  independently  of  bone,  in  soft 
parts. 

New-formed  bone  has  been  found  in  the  soft  parts  of  the  body;   in 
the  brain  aubatance,  dura  mater,  and  pia  mater;    in  the  pleura,  dia- 
phragm, and  pericardium;   in  the  skin,  choroid,  air  passages,  lungs,  and 
penis,  and  in  other  places.     To  what  extent  some  of  these  bone  for- 
mations may  have  been  due  to 
inflammatory   action   it   is  not 
possible  to  say. 

Odontoma. — Tumors  are 
sometimes  formed  from  the  pulp 
during  the  development  of  the 
teeth.  When  these  contain  den- 
tin they  are  called  odontomata. 
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Fio.  228. — Glidua  ur  Brain. 


The  gliomata  are  developed 
from  the  characteristic  frame- 
work of  nerve  tissue,  the  neu- 
roglia, which  in  structure  many,  though  usually  not  all,  of  its  cells 
closely  resemble.  Small  cells  with  inconspicuous  bodies  and  numerous 
delicate  branching  processes  are  most  characteristic;  but  in  connection 
with  these  there  is  usually  a  greater  or  less  number  of  small  spheroidal 
cells  with  proportionally  large  nuclei  (Fig.  228).  It  is  usually  necessarj' 
to  shake  sections  in  water  or 
carefully  tease  fragments  of  the 
tumor  in  order  to  see  the  char- 
acteristic neuroglia  or  so-called 
"spider"  cells  (Fig.  229).  It  is 
held  by  Weigert  and  others  that 
the  so-called  branches  of  the 
neuroglia  cells  are  rather  fibrils 
lying  close  beside  the  cells  than 
actual  branches.'  Certain  glio- 
mata are  marked  by  an  alveolar 
arrangement  of  their  cells  which 
resemble  the  ependymal  cells 
and  may  line  small  cavities  or 
present  a  rosette-like  arrange- 
ment ;  one  side  of  the  cells  being 
free,  the  others  sending  pro- 
longations into  the  surrounding  tissues.  Such  tumors  most  clearly  re- 
veal their  ectodermal  origin. 

Gliomata  may  contain  very  numerous  and  frequently  dilated  thin- 
walled  blood-vessels.  They  may  be  very  soft  or  moderately  hard;  and, 
especially  when  occurring  in  the  substance  of  the  brain,  are  frequently 

'  Stv  ref.  MrMnrji,  fool-notp,  n.  3(17. 


Flo.  220.— Neuroolia  oh  "Spider"  Cells 

FROM  Glioma  or  tbe  Brain. 

Teaaed  upecimen. 
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not  sharply  outlined  against  the  adjacent  normal  tisane.  They  usually 
occur  singly,  and  are  comparatively  slow  in  prowth. 

They  are  frequently  associated  \vith  other  tumor  tissue,  forming  glio- 
myxonia,  ylio-sarcoma,  etc.  OwinR  to  the  abundance  of  thin-walled 
blood-vessels  and  the  softness  of  the  growth,  they  are  liable  to  inter- 
stitial haemorrhages,  and  may  then,  when  occurring  in  the  brain,  readily 
be  mistaken  for  ordinary  apoplectic  clots.  They  are  liable  to  fatty 
degeneration.  They  usually  occur  in  the  brain,  spinal  cord,  and  in  the 
optic  and  other  cerebral  nerves.  Some  of  the  so-called  gliomata  of  the 
retina  are  apparently  small  spheroidal-celled  sarcomata;  othera  arising 
through  embr>'onal  defects  from  the  external  retinal  layers  are  called 
neuro^pilh  eliomata. 

Pure  gliomata  are  benign  tumors,  though  in  their  most  common 
combination  with  sarcoma  they  may  l>e  very  malignant.  Their  usual 
situation,  however,  is  such  as  to  make  them  almost  always  significant,  al- 
though technically  they  are  benign  tumors.' 

UTOHA. 

Tumors  composed  ol  muscle  tissue  are  of  two  kinds,  following  the 
two  normal  types  of  muscle,  the  non-striated  and  the  striated. 

I.  Leiomyoma,  Hyoma  Levicellulare. — The  characteristic  elements  of 
these  tumors  arc  fusiform,  smooth  muscle  cells,  with  elongated  or  rod- 


■M 


shaped  nuclei.  These  are  packed  closely  together,  ficquenfly  inter- 
lacing and  running  in  various  directions,  and  are  intermingled  with  a 
variable  quantity  of  more  or  less  vascular  fibrillar  connective  tissue 
(Fig.  230).  When,  as  is  not  infrequently  the  case,  the  <onnectivc-ti8sue 
elements  ai-o  present  in  large  amount,  the  tumor  is  called  a  fibrous 

'  Our  knowlclcc  of  the  normal  ncuroplia  is  ctill  tno  mracrc  ti.  iKTniit  lis  to  undpntanil 
vefy  thoroujEhly  thi*  clnm  of  luniora,  nml  hi  xrpBmlf  it  n»  jJin-iK-ly  a"  cciiiiil  he  wishctl  from 
certain  of  itw  allim  nni<m(!  tlio  nbnonnnl  c<inniTtivr-Iis.iic  itniwtlis.  I'or  n  Htiidy  of  "npu- 
roKlis  fibrils"  anil  the  claasiricat Lull  of  tin-  (cliotontu  *.-.■  Miitl^r-i,  Jour.  Miil.  «■■«..  v.,1.  xiii., 
p.  Its,  1!>05. 
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myoma.  In  such  tumors  it  should  be  remembered  that  the  muscle,  not 
the  connective  tissue,  is  still  the  essential  characteristic  feature  (Fig.  231). 
It  is  not  always  easy  to  distinguish  leiomyomata  from  certain  con- 
nective-tissue tumors,  small  spindle-celled  sarcoma,  cellular  fibromata. 
In  normal  smooth  muscle  tissue  the  characteristic  cell  is  spindle-shaped, 

sharply  outlined  with    rod-shaped 


.A 


nuclei.  The  tapering  cells  are 
placed  with  overlapping  ends,  in 
clusters  and  bundles  surrounded 
bv  more  or  less  fibrillar  connective 
tissue  which  bears  the  vessels  and 
nerves.  In  addition  to  certain 
fibrils  w-ithin  the  cells,  the  smooth 
muscle  cells  are  furnished  with 
delicate  fibrils  lying  along  the  pe- 
riphery of  the  cell  parallel  with 
its  long  axis,  and  extending  along 
the  overlapping  cell  columns. 
These  are  called  myoglia  fibrils. 

In  leiomyomata  the  muscle  cells 
as  well  as  their  nuclei  vary  con- 
siderably in  shape.  They  both 
may  be  long  and  slender,  or  short 
and  plump,  the  latter  forms  with 
mitotic  figures  prevailing  especially 
in  the  more  rapidly  growing  forms. 
The  myoglia  fibrils  are  present  in 
the  tumors  also  and  may  present 
considerable  variations  in  size,  arrangement,  etc.* 

These  tumors  may  become  cedematous,  and,  owing  to  their  density 
and  lack  of  blood-vessels,  they  not  infrequently  degenerate,  forming 
cysts  or  becoming  gangrenous.  They  frequently  undergo  hyaline  degen- 
eration and  calcification.  They  may  occur  singly  or  be  multiple,  are 
usually  of  slow  growth,  may  be  large  or  small,  and  are,  for  the  most 
part,  benign.  But,  especially  in  the  uterus,  they  may  become  large, 
and  being  often  multiple  may  lead  to  serious  disturbance.  On  the 
other  hand,  a  few  instances  are  recorded  of  myomata  in  the  uterus  and 
gastro-intestinal  canal  which  have  been  rapidly  growing,  locally  inva- 
sive, and  have  metastasized.  These  are  called  malignant  leiomyomata. 
Leiomyomata  may  occur  wherever  smooth  muscle  tissue  exists.  They 
are  most  frequently  found  in  the  uterus,  where  they  are  often  multiple. 
They  may  occur  in  the  wall  of  the  gastro-intestinal  canal,  and  have 
been  seen  in  the  kidney,  in  the  bladder,  and  in  the  skin.  The  so-called 
hypertrophies  of  the  prostate,  so  frequent  in  advanced  life,  are  some- 
times considered  leiomyomata  of  the  interstitial  muscle  tissue  of  that 
gland.     For  a  description  of  glandular  myomata  of  the  uterus  see  p.  763. 

*  See,  for  methcKla  of  staining  myoglia  fibrils,  MaUorif,  Jour.  Med.  Res.,  vol.  xiii.,  p.  124, 
1905. 


Fio.  231. — Fibro-Myoma  of  Utbbub. 

The  muscle  cells  are  crowded  apart  by  dense 
fibrous  iiasue. 
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n.  Myoma  Striocellulare,  or  Rhabdomyoma. — In  these  rare  tumors 
striated  muscle  fibres  are  the  characteristic  elements.  They  veiy  rarely 
compose  a  great  part  of  the  tumor,  but  are  intermingled  with  other 
elements,  fibrillar  connective  tissue,  spindle-shaped  and  spheroidal 
cells  of  various  forms,  which  often  appear  to  be  incompletely  developed 
muscle  cells.  They  are  not  infrequently  associated  with  sarcomatous 
tissue.  Blood-vessels  and  sometimes  nerves  are  also  present.  The 
muscle  fibres  differ,  as  a  rule,  from  normal  striated  muscle  fibres  in  their 
arrangement,  which  is  usually  quite  irregular,  and  also  in  size,  being  in 
general  smaller  than  normal  fibres,  although  varying  greatly.  The 
sarcolemma  is  either  absent  or  incompletely  developed.  These  tumors 
are  usually  small  or  of  moderate  size,  and  are  supposed  to  originate  from 
inclusions  of  cells  destined  to  form  muscle  tissue  in  places  where  they 
do  not  belong. 

In  the  heart  and  certain  other  niuscu'ar  parts,  small  circumscribed 
masses  of  striated  muscle  tissue  have  ])een  described,  and  are  sometimes 
called  homologous  rhahdomyomata.  But  genuine  heterologous  rhabdornyo- 
mala  are,  in  almost  all  cases  thus  far  recorded,  confined  to  the  genito- 
urinary organs,  kidney,  ovary,  and  testicles.  The  writer  has  described 
an  exceptional  case  of  rhal)d()myoma  occurring  iu  the  parotid  gland.* 

These  tumors,  when  not  associated  with  other  and  malignant  tumors, 
are  benign  and  are  of  much  greater  theoretical  than  practical  interest. 


V      \ 
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NEUKOMA. 

A  true  neuroma  is  a  tumor  containing  now-formed  nerve  tissue.  Such 
tumors  are  comparatively  rare.  Tumors  developed  in  the  connective 
tissue  of  nerves  and  composed  usually  of  fibrous  or  mucous  ti.ssue  are 
common,  and  are  frequently 
called  neuromata,  but  thev 
should  be  called  fibromata  or 
myomata,  etc.,  of  the  nerves, 
or  jahe  neuromata.  The  true 
neuromata  are  of  two  kinds, 
ganglionic  or  cellidarneuromata 
and  fibrillar  7ieuromata,  depend- 
ing upon  the  character  of  nerve 
tissue  which  thev  contain.  The 
ganglionic  neuromata  —  neu- 
roma ganglioniforme — in  which 
new-formed  nerve  cells  are  pres- 
ent (P'ig.  2.'^2),  are  found  asso- 
ciated with  other  structures  in 

certain  of  the  tcratomata  in  the  ovaries,  testicles,  and  in  the  sacral  re- 
gion; they  also  occur  in  the  gray  matter  of  tiie  brain.  Tiiey  have  been 
found  in  the  adrenals. 


■._:.■  ■--.* 


Vifi.  232. — Neuroma  (lAXfJLioMKOHMK. 
81*01  ion  fnmi  a  tumor  of  tlie  adrt'nal. 


^  Priuldrn,  AmvT.  ,I<»ur.  \Ii'<l.  Sci..   vol.   Ixxxv.,    p.   43S,    1S83. 
Ilelbing,  Centrulbl.  f.  Patli..  Htl.  ix..  p.  433.  1S9S. 
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The  fibrillar  neuromata  are,  accordin;i  to  Virchow.  of  two  kinds, 
myelinic  and  amytiinic,  depending  upon  whether  the  nerve  fibres  which 
they  contain  are  mediillateil  or  not.  The  neuroma  niyelinicitm  is  the 
more  common  and  the  best  understood.  The  mcduihited  nerve  fibres 
in  these  tumors  are  associated  with  fibrillar  connective  tissue,  and  are 
usually  curled  and  intertwined  in  a  most  intricate  manner.  They  are 
either  single  or  multiple  on  the  peripheral  nerves.  They  may  occur  in 
considerable  numbei-s  as  nodular  tumors  on  the  branches  of  a  single  nerve 


^i%'m^^' 
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trunk,  or  they  may  form  an  irregular,  dififuse,  nodulated  enlargement 
of  the  nerve  branches — plejriform  neuroma.  These  neuromata  may  or 
may  not  Ije  painful.  They  not  infrequently  form  at  the  cut  ends  of  the 
nerves  in  amputation  stumps.  They  are  benign  tumors,  never  forming 
metastases. 

The  false  neuromata  are  myxomata,  or  fibromata  (Fig.  233),  or  some- 
times myxo-sarcomata  of  the  nerve  sheaths  or  intrafascicular  connective 


Flo.  234.— MuLTiM-E  FtBROUATA  (Faijie  NFiTnnuATA)  or  I 

()ni^|iiartpr  natural  size 
From  the  Hame  cas '  oh  that  from  wliirh  iIid  photographic  reprodiU'lioii  of  Mk.  235  Is  made. 

tissue,  and  may  be  single  or  multiple.  In  the  latter  case  they  may  affect 
the  branches  of  a  single  nerve  trunk  (Fig.  2:i4),  or  they  may  be  found 
on  nearly  all  the  cerebro-spinal  peripheral  nerves.  The  writer  has  de- 
Bcribed  a  case  (Figs.  234  and  235),  in  which  more  than  eleven  hundred 


Fla.  235.-Miltii'lf;  TiumiMATA  <rAi.«>:  X.:th<.mata)  ..j- tiii;  Tk 
<ir  Till:  Akm  ami  I.  .;. 

A.  NVn'<-H  of  tilt  TinU  arm:    B.  (he  lift  M'iulir  willi  ilx  l.runclip^ 
crural  witli  ils  l>ritJK-lir-s.      Iroiii  thv  same  taw  as  i-ig,  :.'34.     Tin-  uiTvps 
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and  eighty-two  distinct  tumors  were  found  distriljuted  over  nearly  all 
the  peripheral  nerves  of  the  body.' 

The  nerve  fibres  in  these  tumors  may  l>e  crowded  apart  by  the  new 
growth  and  considerably  atrophied;  or.  in  cases  in  which  the  tumor  is 
composed  of  soft  tissue,  as  in  myxoma  or  the  soft  fibroma,  they  may 
pass  through  or  around  the  tumor  entirely  unchanged.  The  multiple 
false  neuromata  are  in  many  cases  congenital.^ 

ANOIOKA. 

Angiomata  are  tumors  conwsting  in  large  part  or  entirely  of  new- 
formed  blood-  or  lymph-vessels  or  cavities.  In  many  tumors  of  various 
kinds  the  new-formed  or  the  old  blood-  and  lymph-vessels  may  be  very 
abund  n  a     n        he     e    e     of 

othe      seonasn  >eg  us     mu      nt; 

vas      aun  T  h  en  engn  huh 

son      neek  ogcnnn        n        ses     o  o 

the  u  c  0  nc       ns   and 


This  section  u  from  a 


hipmorrhoids,  and  various  lymphectasise.     True  angiomata  are  of  two 
kinds — I.  Hemangioma,  and  II.  Lymphangioma. 

I.  Haetnangioma. — ^These  tumors  are  of  two  types:  1.  Those  formed 
largely  of  capillary  blood-vessels  with  either  thin  or  thickened  walls, 
embedded  in  a  more  or  less  abundant  connective-tissue  stroma.  These 
are  called  sim/t/c  angiomata  or  angioma  telanffiecloides  (Fig.  2;i6).  The 
walls  of  the  vessels  in  these  tumors  are  frequently  dilated  or  pouched, 
and  usually  form  a  tangle  of  curled  and  intertwined  vessels.     They  occur 

'  Prudden,  .\nipr.  Jour.  M«l.  Sdi.,  vol.  Ixxx.,  p.  134.  ISSO,  Consul!  also  iVtWc  and  Ilrk- 
lorn,  Tnuis.  Aaen.  Am.  Plivs.,  vol.  \\.,  p.  470,  1900,  bib'l. 

'  For  asjwriulion  of  tiiiwt.'  tumors  n'illi  xarronia  u-c  LarHit,  Jour.  Med.  Res.,  vol.   ix.. 
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most  frequently  in  the  skin  or  subcutaneous  tissues,  usually  about  the 
face,  and  may  projett  aljove  the  general  surface  or  be  on  a  level  with  it. 
Such  are  the  so-called  raaaUar  rurn,  or  strau-berrif  marks,  which  are 
usually   congenital.     They   are  sometimes  sharply   circumscribe<i,  and 


sometimes  merge  inipoireptlbly  into  the  surmtuidinfi  Mkin,  They  some- 
times occur  in  the  mucous  mcnibrano.-i.  in  t!ic  niiiiiuna.  bones,  and  i)rain. 
They  are  benign  tumors,  never  fiirniin.!:  inctii.stiises.  but  may  be  asso- 
ciated with  sarcomata. 

2,  The  second  form  of  haunangiouia,  called  umjionia  carcrnoxiim  (Fig. 


Li 


L  Lyupiiaxoiosi 


237),  conKi.-ifs  largely  of  a  yorics  of  intercummuiiicalios.  in-oKular-;<haped 
larger  and  smaller  blood-.spaces  lined  with  endothelium,  and  surrounded 
by  a  variable  quanlily  of  fibrillar  connective  (issue,  whi.-h  may  contain 
smooth  muscle  cells.     They  rcsenil)le  the  erertilc  lissne  of  the  corpora 
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cavernosa  of  the  penis  and  clitoris.  They  are  apparently  formed  by  a 
dilatation  of  old  and  new-formed  capillaries  and  veins.  They  are  some- 
times erectile  and  sometimes  pulsating,  and  are  not  infrequently  multi- 
ple. They  may  be  seated  in  the  skin  and  subcutaneous  tissue,  forming 
the  so-called  projecting  na^vi,  or  in  internal  organs.  They  are  often 
found  in  the  liver  and  less  frequently  in  bone,  the  brain,  spleen,  uteru.s, 
kidney,  intestines,  bladder,  and  muscles,  They  are  usually  of  little  sig- 
nificance, though  they  may  give  rise  to  hirmorrhages. 

II.  Lymphangioma. — These  tumors  consist  of  dilated  lymph  channels 
which  either  preserve  approximately  the  general  shape  of  the  original 
lymph-vessels,  or  are  distinctly  cavernous  in  character  (Fig.  238)  or  even 
cystic.  They  probably  originate  in  part  in  new-formed,  in  part  in  old 
lymph  channels.  A  strict  distinction  between  tumors  formed  by  a 
dilatation  of  pre-formed  and  new-formed  lymph  channels  is  not  possil)le, 
owing  to  the  very  primitive  character  of  some  of  the  ultimate  lymph- 
spaces  and  our  lack  of  knowledge  of  their  exact  relations  to  adjacent 
parts. 

In  the  lymphangiomata  there  maybe  much  or  little  connective  tissue 
between  the  dilated  channels,  which  are  usually  filled  with  a  translucent 
or  milky  fluid  resembling  normal  lymph.  These  tumors  are  usually  con- 
genital, but  are  sometimes  acquired.  They  usually  occur  in  the  skin  as 
soft,  sometimes  considerably,  sometimes  l)ut  slightly  elevated  growths, 
and  may  occur  in  the  tongue — some  forms  of  so-called  macroglos- 
sia.  They  are  benign  tumors,  l)ut  may  rupture,  giving  rise  to  serious 
lymphorrhoea. 

Tumors  in  Which  Epithelial  Cells  are  Predominant  or 
Characteristic  Elements— Epithelial  Tumors. 

I.    ADENOMA.    II.    CARCINOMA. 

General  Considerations  Regarding  Epithelial-Cell  Tumors^ 

While  in  the  main,  in  the  normal  body,  the  general  distinctions 
between  epithelial  and  other  tissues  are  fairly  well  marked,  there  are 
instances,  especially  those  in  which  epithelial  tissues  are  in  process  of 
physiological  growth  or  rejuvenation,  in  which  the  distinctions  are  quite 
ill-defined.  When  we  remember  the  rapid  growth  of  many  tumors,  the 
tendency  to  incomplete  formation  of  their  cells,  their  diverse  seats,  and 
the  various  complicating  conditions  under  which  they  originate  and 
develop,  it  does  not  seem  strange  that  the  exact  limitations  of  this  class 
of  tumors  are  not  easy  to  fix,  nor  that  they  seem  sometimes  to  merge  into 
one  another  and  into  tumor  tissues  belonging  to  other  classes.  If  epi- 
thelial cells,  under  all  circumstances,  had  a  definite  and  characteristic 
structure,  or  if,  on  the  other  hand,  we  could  always  know  whether  a 
given  cell  group  originated  in  epithelium  or  not,  the  matter  of  distin- 
guishing between  tumors  of  this  and  other  classes  would  be  simple  and 
easy  enough.      As  it  is,  in  some  cases  both  morphological  and  histogenetic 
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criteria  fail  us,  and  the  clinical  history  and  gross  appearance  are  not 
characteristic.  Such  instances — which  are  indeed  rare — suggest  the 
possibility  that  the  facts  at  our  command  do  not  justify  such  definite 
distinctions  between  epithelial  and  certain  other  tumors  as  on  both  the- 
oretical and  practical  grounds  we  should  like  to  command.  While 
these  difficulties  in  special  cases  must  be  acknowledged,  the  distinctions 
are  in  the  main  definite  enough,  and  very  useful  both  for  clinical  and 
scientific  purposes.' 

Epithelial  tumors  always  contain,  in  addition  to  the  more  or  less 
characteristic  cellular  elements,  a  connective-tissue  stroma  which  gives 
them  support  and  carries  the  vesjsels  (Fig.  239).  This  stroma  may  be 
sparse  or  abundant,  may  contain  few  or  many  cells,  is  sometimes  ar- 
ranged in  irregular  fa.scicles  or  bands,  and  very  frequently  forms  the 
walls  of  well-defined,  variously  shaped  spaces  or  cavities  called  ali-eoli, 
in  which  the  epithelial  cells  lie.     The  epithelial  cells,  in  most  cases,  lie 


along  the  walls  of  the  alveoli  wituout  an  intimate  connection  with  them. 
They  arc,  moreover,  packed  together  without  more  intercellular  sub- 
stance than  the  usual  cementing  material  common  to  epithelial-cell 
musses.  In  this  lack  of  fibrillar  intercellular  substance  within  the  alveoli, 
and  in  the  loose  relationship  Ijetween  the  cells  and  the  alveolar  walls, 
lie  in  many  cases  the  chief  morphological  distinctions  between  certain 
carcinomata  and  alveolar  sarcomata. 

In  certain  of  the  epithelial  tumors  there  is  a  reproduction  of  typical 
gland  tissue  of  various  kind.s,  depending  upon  the  .seat  and  conditions  of 
growth  of  the  tumor.  Such  tumors  are  called  adenomata  (Fig.  240).  A 
simple  hypertrophy  of  a  gland,  or  an  increase  in  its  size  by  exce.ssive 
growth  of  its  intci-stitial  tissue,  does  not  constitute  an  adenoma.     There 
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must  be  an  actual  new  formation  of  more  or  less  typical  glanti  tissue. 
This  is  not  aiwaj's  or  frequently  of  exactly  the  same  character  as  the 
gland  tissue  in  which  it  originates,  and  ahvaj-s  exhibits  a  certain  lack  of 
conformity  to  the  type  in  structure  and  mode  of  growth.  The  alveoli 
and  ducts  usually  have  a  lumen  and  sometimes  a  memlirana  propria,  but 
the  cells  may  differ  in  shape  from  one  another  and  from  those  of  the 
gland  from  which  they  spring. 

Epilheliid  tumors  in  which  there  is  no  close  conformity  to  a  glandu- 
lar type,  but  an  independent  and  atypical  growth  of  epithelial  cells  in 


the  meshes  of  an  old  or  new-furmed  connective-tissue  stroma,  are  called 
carcinomoXa  (Fig.  239). 

It  will  readily  be  seen  that  there  must  be  a  V)order  region  between 
the  adenomata  and  carcinomata,  where  conformity  to  the  glanilular  type 
merges  into  the  lawlessness  of  growth  characteristic  of  carcinomata.  In 
this  border  region  a  certain  degree  of  individual  bias  must  be  permitted 
in  assigning  a  name  to  the  new  growth.  In  some  cases  a  sharp  distinc- 
tion cannot  be  made;  or  the  tumor  may  .share  in  the  characteristics  of 
both,  and  then  we  very  properly  make  use  of  the  term  aderw-cafc'inoma 
or  carcino-adcnoma. 

I.    ADENOMA. 

The  structure  of  the  cellular  elements  of  these  tumors,  and  their 
arrangement  into  acini  and  ducts,  vary  even  more  than  do  those  of  the 
normal  glands  whose  types  they  follow.  The  acini  usually  have  a 
more  or  less  well-defined  lumen  and  membrana  propria  (see  Fig.  241). 
The  adenomata  sometimes  merge  into  the  surrounding  tissue,  or  are  con- 
tinuous with  the  gland  tissue  in  which  they  originate;  sometimes  they 
are  distinct  in  outline  and  encapsulated.  The  interstitial  tissue  is  some- 
times abundant,  sometimes  sparse,  and  may  contain  few  or  many  cells. 
The  irregularities  of  their  growth  often  lead  to  the  stoppage  of  the 
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lumina  of  their  ducts  and  the  formation  of  cysts.     They  may  undergo 
mucous  metamorphosis  and  may  liccome  sarcomatous. 

Adenomata  occur  in  the  mamma,  ovary,  liver,  kidney,  thyroid,  sali- 
vary and  lachrymal  glands,  and  in  the  caruncle;  in  the  mucous  mem- 
brane of  the  nose,  pharynx,  stomach,  intestine,  and  uterus;  and  occa- 
sionally in  the  sebaceous  and  sweat  glands  '  of  the  skin.  The  so-called 
multilocular  cystomata  of  the  ovary  are  among  the  most  important  of 
the  adenomata. 

There  arc  numerous  papillary  and  polypoid  growths,  in  gland  ducts 
and  on  mucous  membranes,  in  which  there  is  an  actual  new  formation 
of  gland  epithelium;  but  this  is  usually  secondary  to  a  primary  growth, 
beneath  the  epithelial  layer,  of  some  other  tissue,  such  as  fibrous  or 
mucous  tissue,  and  the  new  growth  of  gland  epithelium  simply  keeps 


hff  called  a<Jeno 


pace  with  the  growth  of  the  stroma  which  it  covers.  Such  growths  are 
sometimes  clas.'sed  among  the  adenomata,  but  do  not,  .strictly  speaking, 
belong  there. 

Many  of  the  adenomata  arc  benign  tumors,  being  .slow  of  growth 
and  localized,  but  there  arc  very  important  exceptions.  kSome  of  the 
adenomata  of  the  stomach  and  intestines  lielong  to  the  moi^t  malignant 
of  tumors  in  rapidity  of  local  extension,  in  the  formation  of  nietastasos. 
and  the  development  of  cachexia.  Certain  of  the  adenomata  of  the 
uterus,  mamma,  and  thyroid  are  also  very  malignant.  It  shoulii  l>e 
remarked,  however,  that,  as  a  rule,  the  malignant  ailenomata  are  those 
which,  in  structure,  He  close  upon  the  border  line  between  tumors  of 
this  class  and  carcinoinata  (see  Fig.  241).and  by  su<'li  observers  as  incline 
to  lay  more  stress  upon  clinical  than  upon  morphological  distinctions  they 
are  usually  classed  among  the  latter. 

'  Tom  sluJy  o(  sweat-gland  adenoma  .'vc  Landsleijtrr.  ZiogLr's  Ik-ilr,  Bd.  xxxix.,  p.  31G, 
190G,  bibl. 


n.    CABCINOMA. 

The  carcinomata  are  formed  of  variously  shaped,  usually  elonRfited 
and  often  anastomosing  masses  of  cells  derived  from  epithelium.  These 
epithelial-cell  masses  which  constitute  the  characteristic  and  more  essen- 
tial feature  of  these  tumors  are  surrounded  by  more  or  less  fihrillnr  con- 
nective-tissue stroma  which  carries  the  blood-vessels  and  may  form 


Fig.  242.— Ca NCI 


with  the  tumor  or  may  Ije,  in  part  at  least,  a  remnant  of  the  tissue  in 
which  the  tumor  is  growing. 

The  characteristic  epithelial  cells  of  the  carcinomata  are   all  the 
descendants  of  those  in  which  the  tumor  started;   and  while  they  often 
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Fio.  243. — A  Growth  or  Carcinoma  Cells  in  a  LniPH-VEssEL  neah  a  Titmor. 
Such  rell  nuuHis  are  liablo  to  be  dcteched  and  carried  along  the  vessel,  Tonning  metastases. 

resemble  these  in  type,  they  usually  differ  considerably  from  them  in 
appearance,  owing  to  vicissitudes  of  pressure,  nutrition,  functional  per- 
formance, reversion,  etc.  The  reticular  masses  of  epithelial  cells  are  not 
intermingled  with  the  Jihrous  stroma,  but  lie  against  it  in  the  manner 
characteristic  of  epithelium  in  general.  In  sections  of  such  tumors  the 
elongated  cell  masses  are  cut  across  at  various  angles  so  that  the  cells 


frequently  appear  to  be  lying  in  more  or  less  rounded  spaces  which  have 
been  called  alteoli  (Fig.  2ii9). 

A  great  prat^ical  difficulty  in  (he  description,  anil.  lo  bcginncni,  in  the  recognition, 
of  tlic  currlnomata  and  iheir  vurioliea  lies  in  tlie  great  diversity  in  shape  wliicli  their 
cells  present.  It  hIuxiIiI  I>g  always  borne  in  mind  that  the  shape  of  cells  de|>endH  in 
part  upon  their  inlierile<l  tendencies  in  growth,  which  wo  eannot  see  under  llic  micro- 
scope: l)iit  t»  u  greati^r  decree  ii|Km  the  varying  conililions  of  nutriment  ami  presoure 
in  which  they  are  placcil  during  life.  In  the  nonnul  liody  these  conditions  conform 
to  a  certain  standiLnt.  so  that  cells  of  a  given  kini.1  at  a  given  stage  of  development 
are   np|>rmimBtcly  similar. 

In  tumors,  however,  the  lawlessness  and  lock  of  fixed  conditions  in  growlh  are 
such  that  we  may  have  many  young  and  atypical  so-calleil  inihfferent  forniH  of  cells; 
while  even  the  adult  forms  may  depart  widely  fnira  normal  shapes.     Thus,  in  cylin- 
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drical-celled  carcinoiaata  there  are  many  fully  developed  cells  which  are  never  cylin- 
drical; there  arc  many  others  not  fully  developed  which  are  quite  ln<lifferent  in  form. 
looking  just  hke  many  other  yoting  cells.  Tinally,  there  may  Iw  in  such  tumors  in- 
flammatory processes  through  which  yoimg  connective- tissue  cells  are  formed,  not  to 
Ik-  distingviishe<l  individiiuUy  from  the  atypical  forms  of  epithelium.  Thus  it  is  that 
there  is  no  morphologically  characteristic  "cancer  cell."  as  was  formerly  supposed. 
Some  of  them  are  typical  and  simic  not,  and  the  more  typical  may  resemble  normal 
epithelial  cells,  anil  the  atypical  may  look  like  young  connective-tissue  cells  or  even 
lymjihocyles.  It  is  in  the  topography,  together  with  the  general  characters  of  the 
cells  and  the  sittiation  of  the  growth,  thot  we  must  seek  tor  the  evidences  of  the  nature 
of  Slich  tumors. 

The  carciniimata  are  very  proae  to  local  extension,  the  lulvancing 
tumor  cells  in  the  periphery  making  their  way  through  the  lymph-spaces 
in  solid  or  more  or  less  tubular  masses  (Fig.  242).  A.i  the  epithelial- 
cell  masses  advance  inttj  the  surrounding  parts,  the  latter  may  suffer 


resorption  and  disappear,  or  tlie  connective  tissue  may  adapt  itself  to 
the  encroaciiing  tumor  cell  masses,  or  new  connective- tissue  stroma 
may  form.  Metastasis  is  of  frequent  occurrence  in  some  forms  of  car- 
cinoma, and  takes  place  chiefly  though  not  exclusively  through  the 
lymph- vessels.     Masses  of  the  new-formed  epithelial  cells  may  fill  and 


•iiMi/ 


Fin.  245.— MiTOais  n 

distend  the  lymph-vessels  (Fig.  24.11,  or  detached  cells  or  cell  clusters 
may  be  swept  uloni;  the  lymph-vessels  to  lodge  in  the  next  Ij-mph-nodcs 
where  secondary  tumors  may  develop  (Fig.  244).  Mitotic  figures  (Fig. 
245)  are  frequently  abundant  in  rapidly  growing  carcinoma. 

The  growth  of  the  tumor  cells  in  the  lymph-ve.ssels.  either  in  the  im- 


Fio.  246. — Metastatic  C/ 
The  primary  tiimiir  wax  in  tlie  livi 


widely  diatemleil 


mediate  vicinity  of  the  original  tumor  or  following  metastasis  in  a  dis- 
tant part  of  the  body,  may  distend  these  so  that  on  free  surfaces  like 
the  pleura  and  peritoneum  they  form  a  whitish,  elevated  network. 
Transverse  sections  of  such  distended  lymph-vessels  are  shown  in  Fig. 
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240.  Secondary  tumors  are  in  tuc  main  similar  in  general  structure  to 
the  primary  foci,  but  may  differ  from  them  in  vascularity  and  the  abun- 
dance of  the  stroma,  or  in  the  shape  of  the  cells.  The  carcinomatn  are, 
as  a  rule,  malignant  tumors,  but  the  different  forms  vary  widely  in  this 
respect. 

Carcinomata  are  liable  to  fatty,  geliitinous,  mucous,  and  amyloid 
degeneration,  and  are  especially  prone  to  ulceration  (see  Fi}t.  247),  to 


hEPniorrluiRe  and  inflaininati<)n  (Kig.  24.S1.  They  may  become  partially 
calcified,  antl  are  not  infi'equently  cumbincd  witli  oilier  forms  of  tissue 
in  the  mixed  tumors. 

They  are  more  frequent  in  the  middle-aficd  and  elderly  than  in  the 
young,  bnt  ihoy  may  occur  at  any  afie.'  Multiple  primary  carcinomata 
have  been  occasionally  reported.' 

^^'hcn  cnrriinmiata.  pitlicr  id  iIip  prhnory  or  tlie  socmnlarj-  croHtlis,  cxicmi  ami 
encroacb  upon  ail jacf  lit  tissues,  tlipy  liriiiB  aijoiil  iiiprdil<'r<irl<'».5di'Krc<'  llieiicst ruction 
of  theso.  OS  »c  liflvc  scon,  either  by  prcss'iri'  atroi>li.v  iir  ItiroiiRh  phafrocyliwis  or 
lywB.     It  frc4uently  occurs  that  the  tumor  cells  arc  closoly  appowii  to  or  infiltrate 

>  I'cr  a  slalistirul  aunimarv  iif  ■■nrcinoina  rows,  nitli  liil.l..  «.■<'  Iliirlu-lm.mn.  Hcrl.  klii>. 
Wwlipiwchr.    pp.  7-2H  and   758,  1002:   ««■  bIw  r.'f.   to  Btinliford   and    .\furra»,    fiKit-uotP, 

■.  .4mer.  Mnl.  .Wn..  vol.  xsxii..  p.  90.1.  IS99,  liil.l. 
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cpitiicliul  structures  similar  to  tliose  in  whicli  the  tumor  originates,  so  lliat  one  mny 
Bee  side  by  side  tumor  epi(}ieliuin  and  tissue  cpitlielium  having  an  almcwt  idenlieul 
appearance.  The  ailjaeent  tissue  cella  may  also  ehow  evidence  of  proliferation  in 
mitotic  figures.  Tliese  two  features,  eonlisiiity  and  mitosis,  have  lerl  many  oliser\-ers 
to  the  conclusion  that  llieepillielium  adjacent  to  a  growing  tumor  may  assume  cxalteil 
power  of  proliferation  and  sliare  in  the  growth  of  Ihc  tumor,  of  which  it  may  become 
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Fig.  248. — Exudative  1. 
Showing  ieucooytes  in  the  stroma  and  in  the  epithplium.      The  epilliplium  is  diniiilcKral- 
ing,  an<l  in  thp  ^mHJ]  region  shown  in  tlie  cut  the  Icurocyleii  arc  ajii^rently  acting  tv  [ihago- 
cytes  in  tlie  sotlenlng  and  removal  of  the  dieintegraling  epithelium. 

a  part.  This  view  is  erroneous,  and  the  student  of  tumors  should  constantly  remember 
that  the  characteristic  cells  of  a  tumor  are  the  direct  descendants  of  those  cells  in 
which  the  growth  starts.  For  example,  one  often  sees,  at  the  e<lges  of  an  ulcerating 
epithelioma  of  the  skin,  tumor-cell  masses  infiltrat.ng  the  subcutaneous  tissie  and  in 
close  apposition  to  the  cells  of  the  rete  Malpighii,  the  latter  often  in  a  condition  of 
hyperplasia.  But,  however  close  or  however  Intermingieii,  in  such  cafics  tumor  epi- 
thelium and  skin  epithelium  arc  quite  distinct  in  origin  and  potency. 

Forms  op  Carcinoma. 

In  certain  carcinomata  of  the  skin  and  mucous  membranes,  the  cells, 
following  the  type  of  epithelium  from  which  they  arise,  as  they  prow 
older  are  apt  to  become  flattened  or  squamous;  these  tumors  are  called 
squamous  or  flat-celled  carcinomata,  or  simply  epitketiomata.  In  an- 
other class  of  tumors,  such  as  frequently  occur  in  the  gastro-intestinal 
canal  and  uterus,  the  cells  are  more  or  less  cylindrical  in  shape,  formin-; 
a  palisade-like  lining  to  the  irregular  alveoli;  such  tumors  are  called 
cytindrical-eelled  carcinomata,  although  here  again  many  of  the  cells 
are  not  cylindrical  at  all,  but  may  have  a  great  variety  of  forms.  There 
is  a  third  and  very  common  form  of  tumor,  often  derived  from  cuboidal 
epithelium,  in  which  the  tumor  cells  have  no  constant  characteristic 


shape,  but  vary  as  much  as  do  the  cell  forms  in  the  various  glands  of  the 
body.  Such  tumors  are  conveniently  classed  together  as  carcinoma 
simi>lex. 

In  addition  to  these  forms  there  are  several  others  which  depend  for 
their  characteristics  upon  various  metamorphoses  or  degenerations,  or 
upon  the  preponderance  of  one  or  other  of  the  anatomical  constituents 
of  the  growth,  such  as  i/elatmous  carcinoma,  mclano-carcinoma.  fibrovit 
carcinoma,  etc.  It  will  be  most  convenient  to  give  a  brief  description 
of  these  various  kinds,  one  after  another,  with  the  understanding  that 
they  are  not  specific  forms,  but  are  simply  varieties  which  it  is  conve- 
nient to  recognize  for  clinical  as  well  as  anatomical  purposes. 

Epithelioma. — These  tumors  occur  in  the  skin  and  in  the  mucous 
membranes  which  are  covered  with  squamous  epithelium.  The  cells 
present  all  of  the  various  forms  which  normally  exist  in  these  parts. 

In  order  to  understand  the  various  appearances  which  epitheliomata 
present  in  microscopic  sections,  one  should  bear  in  mind  the  structural 


■1  epittidial  penrlH.  spinml  rflls,  and  reticular  mas-uvt  rjf  vuriously  shai>«i  epitliplittl  M'lls. 


and  functional  characters  of  the  normal  squamous  epithelium.  The 
cells  of  the  deeper  layers,  the  rete  Malpighii,  are  culioidal  and  polyhedral; 
upon  these  are  more  or  les.''  flattened  cells:  while  upon  the  surface  the  cells 
are  thin  and  in  the  epidermis  are  also  horny-  Some  of  the  cells  are 
joined  by  the  so-called  "  intercellular  bridges  " — "  spined  cells,"  "  prickle 
cells."  ThiH  epithelium  rests  upon  a  fibrous  basement  substance  from 
which  its  nutriment  is  derived. 
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The  various  forms  of  the  cell  in  squamous  epithelium  represent  reg- 
ular phases  of  development  as  the  younger,  more  succulent  cells  beneath 
are  pressed  ontward  and  flatten  and  finally  pass  oft  upon  the  surface. 
In  epitheliomata  the  cells  have  in  a  measure  the  same  life  history;  but 
as  they  are  no  longer  growing  on  free  surfaces,  but  in  enclosed,  elongated 
spaces,  they  become  packed  in  masses,  the  older  cells  being  forced  toward 
the  centres.  So  that  at  lengjh  there  are  formed  concentrically  arranged 
cell  masses,  which  when  cut  across  present  the  dense  whitish,  lamellated 
rounded  structures  which  have  Itcen  called  "epithelial  pearls"  (Figs.  249, 
250,  and  251 ).  These  epithelial  pearls  are  not  confined  to  these  tumors, 
since  any  lesion  which  involves  the  growth  of  squamous  epithelium 
into  limited  spaces  may  lead  to  their  formation.     Nevertheless  their 
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Fio.  2S0,— Epithelioma  or  Axillarv  Lwph-Node. 

0  lumor  was  secondary  1o  p  large  ppitheltoma  of  the  back  of  thp  hand, 
re  the  cells  of  the  lymph-node.      It  shows  the  cpithchal 


occurrence  in  doubtful  cases,  as  well  as  the  presence  of  the  intercellular 
bridges  and  marks  of  cornification  may  afford  valuable  diagnostic  evi- 
dence of  the  origin  of  a  tumor  in  squamous  epithelium. 

The  new  epithelial-cell  groups  in  epithelioma  may  be  large  or  small, 
may  l)e  separated  by  much  or  little  stroma;  they  often  form  reticular 
masses  (Fig.  252),  and  may  infiltrate  the  tissues  deeply  or  remain  near 
the  surface;  or  they  may  project  above  the  surface,  forming  wart-like 
or  papillary  growths.  These  tumors  frequently  ulcerate  on  the  surface 
(Fig.  247),  and  the  skin  about  them  is  apt  to  become  thickened  (Fig. 
253).  The  actual  thickening  of  the  skin  with  hyperplasia  of  the  papilla* 
and  of  the  overlying  epithelium,  as  well  as  the  raising  of  the  skin  at  the 
edges  of  the  ulcer  by  the  tumor  growth  beneath,  lend  to  such  ulcerating 


epitheliomatn,  especially  of  the  mucous  membrane,  their  characteristic 
a  p  pea  Ilk  nee. 

Epitheliomnta  arc  most  apt  to  occur  in  the  skin,  especially  in  those 
parts  in  which  it  Ijecomes  continuous  with  mucous  membranes — lips, 
external  niisul  openings,  eyelids,  labia,  and  glans  penis — and  are  frequent 
in  the  mouth,  ccsophugus,  vagina,  and  about  the  cervix  uteri.  They 
may  develop  in  congenital  nsevi  of  the  akin,  such  as  that  shown  in  Fig. 
254.  This  occurrence  illustrates  a  congenital  local  predisposition  to 
tumor   formation.     Simple   congenital    nitvi   are   sometimes   mistaken 
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j,liotogro]>h. 


for  epitheliomata  because  of  Kimilarily  in  the  gross  appearance  of  cer- 
tain forms. 

Krompecher  and  others  have  described  tumors  arising  in  the  skin 
and  in  the  mucous  membranes  formed  of  squamous  epithelium,  or  in 
glands  whii'h  open  upon  these,  which  differ  botli  clinically  and  niorplio- 
logically  from  the  epitheliomata  which  are  in  part  formed  from  corni- 
fied  cells.  These  tumors  are  made  up  of  cells  which  resemble  those  of 
the  rete  Malpighii,  or  certain  glands  with  cuboidal  epithelium,  such  as 
the  sweat  glands,  nianunary  glands,  etc.  Tliey  have  been  called  baxtil- 
celled  epitheliomatn. 

In  this  group  are  tumors  of  the  face  and  nose  (sec  Figs.  255  and  250). 
of  the  manuna.  ovary,  and  prostate,  and  perhaps  some  of  the  complex 


tumoi-s  of  the  salivary  glands  which  have  been  called  endothelioma, 
cylindroma,  plexiform  sarcoma,  myxo-sarcoma,  etc. 

In  these  tumors  the  prohferated  basal  cells  form  sometimes  solid 
masses  of  varied  sliapes,  sometimes  gland-like  or  cystic  structures  lying 


in  a  connective-tissue  stroma 
merge,  and  then  resemble 


ith  which  they  sometimes   appear  to 
Various  forms  of  degeneration  of 


Fio.  2S3. — Efitheuoma  or  Back  of  Hahd. 
The  flat  tmnor  occupied  nearly  the  entire  back  of  the  henti,  and  wan  ulcerating  at  the 
surface.  The  R|{ure  shown  the  edge  of  the  tumor  and  a  portion  of  Che  ulcer.  The  papillv  of 
the  skin  over  the  edge  of  the  growth  are  liypertrophied.  and  the  tluue  about  i«  infiltrated 
with  RDiall  8pheroid»l  celU,  Fig.  260  ahowa  a  eection  from  a  aietantalic  tumor  of  the  axillary 
lyroph-node  in  this  case.  This  tumor  presented  the  groan  appearance  ahown  in  the  photo- 
graphic reproduction  in  Fig.  247. 


the  stroma  occur   and  this  with  metaplasia  and  the  appearance  of  em- 
bryonal characters  contribute  to  their  complex  character  ' 

Giant-celled  Epithelioma  — Sometimes  certain  of  the  cells  m  an  epi- 


theliomii  appcir  to  loiIeMO   formin^  a  liif,e  multmmleir  niaa^      This 
variety  of  epithplioni  i  is    onietime-)  (  illed  i/ian(  e<lt  cpilhitioma  ^ 

Kpithfiliomita  aie  apt  to  recur  if  not  thorouf,Kh  remo\e<i   and  may 
form  mctast  laos   hut  in  t^iieial  the\  are  the  least  mahpnant  of  the  car- 


■^ 


Fio.  255.— Sm, 


cinomatft.     Some  of  tho  smaller  forms  may  exiiJt  for  years  with  no  evi- 
dent tendency  to  growth  (Kips.  255  and  SWl 

Certain  tumors  nf  ihe  retina,  often  (hissed  with  fdioma  and  appar- 
ently arisinK  from  Ihe  ostornal  layers  of  Ihe  retina,  arc  of  ectodermal 
origin  and  are  called  nmro-cpithctiomata. 

on  MOO  Krimprchir,  itionlor'B  Boitr.,  Bd.  xxxvii., 
vWvn  Krclw,"  l!ll»3;  nlm  n-f.  In  lV>«>d,  p.  B51. 
a  stv  liitnmiirr  uiil  Lin'nr,  Ari'h.  d,   mi'il.  cxp., 


'  For  fnrtlior  rnn-iili 

THlion  nf  t1>o-«- 

p.  28.  1«W;  ttim  l,i>.  nuH 

'ForB«(iidv..f  gill 

iit  colls  ill  oanii 

t.ivm..p.  102,  llHir.. 
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CylindrJcal-celled  Carcinoma. — These  tumoi-s,  closely  allied  to  some 
forms  of  adenoma  (see  Fig.  241),  occur  in  the  stomach,  intestines,  and 
uterus.  The  cells  may  be  only  in  part  cylindrical,  the  remainder  having 
viirious  shapes,  and  all  being  loosely  or  closely  packed  in  larger  or  smaller 
alveoli.  They  may  have  much  or  little  stroma.  They  merge  impercep- 
tibly into  the  next  class. 

Carcinoma  Simplex. — These,  which  are  by  far  the  most  frequent  of 
the  carcinomata  of  internal  parts,  are  characterized  by  irregular  anas- 


tomo.iing  masses  of  epithelial  cells,  sometimes  solid,  sometimes  with 
interior  spaces  recalling  the  lumtna  of  glands;  .ill  enclosed  by  a  more  or 
less  abundant  fibrillar  stroma.  The  epithelial  cells  have  no  uniform 
shape  but  may  be  cuboidal,  polyhedral,  spheroidal,  or  fusiform  and  arc 
often  so  merged  that  they  resemble  a  nucleated  mass  of  cytoplasm  rather 
than  an  aggregate  of  cells.  They  not  infrequently  undergo  <legeneration 
and  softening,  which,  if  on  the  surface,  may  lead  to  extensive  ulcers. 


'■''Tj'.  M: 


Fia.  257.— Fibbo-Caf 


<R  Cahcinuha  Dvrvh  (SciRiuiCB  Carcinoma). 


The  cells  may  or  may  not  resemble  the  epithelium  of  the  gland  in  which 
they  originate. 

They  arc  usually  nodular  tumors,  and  may  be  hard  or  soft.  If  the 
new-formed  stroma  is  abundant  and  dense,  and  preponderates  over  the 
cellular  elements,  the  tumor  is  usually  hard  and  is  called  scirrkus  or  fibro- 
carcinoma {Fig.  2.57). 

If,  on  the  other  hand,  the  cellular  elements  largely  preponderate, 
the  tumor  is  usually  soft,  and,  if  it  do  not  contain  too  many  blood-ves- 
sels, may  have  a  general  resemblance  to  brain  tissue,  and  is  then  called 


cncepkaloid  or  medullary  canctr ;  or.  better,  Carcinoma  mollc  (Fig.  239). 
These  are  amoiiK  the  most  nmlignnnt  of  the  cnrcinomata. 

The  intercellular  tissue  in  cavcinomat :i  iniiy  become  so  abundant 
as  nearly  to  obliterate  the  cellular  elements,  but  it  is  doubtful  if  they 
ever  undergo  spontaneous  cure  in  this  way.     They  may  be  hard  in  one 


Crf^ 


uf^^ 


tr^: 


portion  and  soft  in  another.  They  nuiy  contai 
V.  telatttjiccloidtt.  They  occur  as  primary  lunioi-s  i 
liver,  thyroid,  salivary,  and  prostate  glands,  in 
testicle,  and  ovary,  and  may  occur  elsevvhci'C. 

Gelatinous  Carcinoma. — The  cells  of  certain  ( 
i>f  the   paslro-intestinai    canal,    may    dcveloii    a 
material  whose  nature  is   not    well 
understood,  which  accumulalcs  with- 
in the  cells.'      In   some  cases  this 
accumulation  is  moderate  when  the 
protoplasm  of  the  cells  may  be  more 
i»r    less   encroached    upon    by    tlie 
translucent  droplets  of   the   jn^lati- 
nous  material;    but  in  other  cases, 
over  large  areas   the  cells  are  par- 
tially  or    entirely    destniyod,    and 
replaced   by   the  new    material,  so 
that   the  alveoli  of  the  tumor  are 
distended    by    il,    and    their   walls 
appear  very  distinct  in  the  midst  of  the  gela 
In  such  cast's  the  alveolar  structure  of  the  ti 
dent  to  the  naked  eve.  and  these  tumors  jirc  t 


II  many  blood-vessels, 
1  the  mamma, stomach, 
the  pancreas,  kidney, 

arcinomata,  especially 
translucent  gelatinous 


linou.^  substance  (Fig.  2;)MV 

nmr  is  sometimes  very  evi- 

L'fore  often  called  tilrmlar 


carcinoma.     Siinietimes  tndy  a  ]>:. 

Carcinoma  Hyzomatodes. — Tli 

suffer  mucous  softening,  and  thu: 


rt  of  the  tunnir  is  affecteil  in  this  way. 
p  cellular  elements  of  carcinoinata  m.iy 
larger  and  smaller  cysts  containing  a 
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mucous  fluid  are  sometimes  formed.  To  this  type  of  metamorphosed 
tumor  the  above  name  is  sometimes  applied,  but  it  more  properly  belongs 
to  carcinomata  in  which  the  stroma  is  composed  of  mucous  tissue  (Fig. 
259).  Such  tumors  are  most  frequently  found  in  the  gastro-intestinal 
canal  and  mamma. 

Melano-Carcinoma. — Tumors  of  this  class  are  rare,  and  are  charac- 
terized by  the  presence  of  a  variable  quantity  of  black  or  brown  pigment 
particles  either  in  the  stroma  or  in  the  cells.  They  are  usually  soft  and 
malignant,  and  most  frequently  occur  in  the  skin. 

MoLLUscuM  coNTAGiosi'M  is  the  designation  of  small  soft  multiple  growths  of  the 
skin,  most  frecjuent  on  the  face,  arms,  and  chest,  and  on  the  external  genital  organs. 
They  are  lobulated  and  contain  cells  similar  to  those  of  the  rete  Malpighii.  Within 
the  celb  and  crowding  the  nucleus  to  one  side,  or  free  among  the  celb,  are  rounded  or 
ovoid  bodies  which  are  believed  by  many  to  be  protozoan  parasites. 

Adamantinoma  (Cystadenoma  adamantinum;  Epithelioma  adamantinum). — 
This  group  of  tumors  is  of  occasional  occurrence  in  the  jaws  either  on  the  surface  be- 
neath the  mucous  membrane,  or  in  the  depth  of  the  bone.  They  appear  to  be  derived 
from  the  enamel  organs  of  developing  teeth.  They  are  frequently  cystic  from  the 
softening  and  absorption  of  their  tissues,  and,  while  in  gjeneral  benign,  may  infiltrate 
the  jaw,  inducing  its  atrophy.  They  are  most  apt  to  form  during  the  period  of  de- 
velopment of  the  teeth.  They  consist  in  general  of  a  fibrillar  connective-tissue  stroma 
in  which  ramify  irreg:ular  and  complex  masses  of  epithelial  cells.  These  epithelial-cell 
masses  are  made  up  of  rows  of  cylindrical  cells  or  of  superimposed  layers  of  cylindrical, 
polyhedral,  and  flatt<?ned  cells.  Frequently  these  lamellae  of  epithelial  cells  enclose  a 
central  mass  of  branching  cells.  The  situation  of  these  tumors,  their  period  of  forma- 
tion, and  the  resemblance  of  the  structure  to  that  in  various  phases  of  the  evolution  of 
the  enamel  organ,  indicate  their  origin  in  some  abnormality  in  the  development  of  the 
teeth.  There  is  frequently  a  recurrence  aft^r  the  removal  of  these  tumors,  and  the 
growth  may  become  sarcomatous.* 

Bibliography  of  Tumors. 

An  extensive  and  important  work  on  tumors,  containing  a  vast  store  of  informa- 
tion, is  that  of  Rudolph  Vircho^o,  '*Die  krankhaften  Geschwtibt«."  It  is  not  com- 
pleted and  is  old,  but  is  still  invaluable  as  a  work  of  reference.  A  valuable  bibliography 
and  digest  of  recent  observations  on  tumors  will  be  found  in  Ziegler^s  '^Lehrbuch  der 
path.  Anat..'^  Bd.  i.,  last  edition.  An  important  rfsunU  on  the  malignant  tumors  in 
childhood,  by  Stern,  may  be  found  in  the  Deutsche  med.  Wochenschrift,  June  2d,  1892, 
p.  494.  **  An  Introduction  to  General  Pathology,''  by  Sutton,  contains  many  suggestive 
facts  about  tumors,  drawn  from  comparative  pathology.  Current  additions  to  the 
subject  may  be  found  in  the  files  of  Lubarsch  and  Ostertag's  ''Ergebnisse,"  see  par- 
ticularly Lubarsch,  Jahrg.  1,  p.  289,  for  a  comprehensive  summary;  also  for  newer 
bibliography  to  1899.  Aschoff,  Jahrg.  5,  for  1898,  p.  73.  Borsi^s  "Lehre  v.  d.  Ge- 
schwtilsten,"  1902,  is  a  valuable  work  with  many  excellent  illustrations,  bibl.;  as  is 
also  Ribbert*s  •  Geschwulstlehre,"  1904. 

*  See  for  a  rt's\nnf'  and  bibl.  of  these  tumors  Chibret,  Arch,  de  m^d.  exp.,  t.  vi.,  1894, 
p.  278:   also  Bmai,  "  Genchwulste, "  p.  605. 


CHAPTER  XII. 

THE    LESIONS    INDUCED    B7   POISONS. 

Forms  of  Poisons. 

A  POISON  has  been  commonly  considered  to  be  a  substance  which 
when  introduced  into  the  body  from  w^ithout  is  capable  of  inducing,  by 
means  other  than  mechanical,  pathological  alterations  of  function  or 
structure;  or  both.  But  this  conception  of  poisons  as  extraneous  pre- 
formed substances  has  recently  been  greatly  modified.  For  it  has  been 
learned  that  poisons  may  be  formed  within  the  l)ody,  either  through  the 
action  of  micro-organisms  upon  its  organic  constituents  or  through  the 
metabolism  of  the  body  cells  themselves. 

It  is  thus  convenient  in  considering  the  lesions  induced  in  the  body 
by  poisons — toxic  lesions — to  place  in  one  group  those  due  to  preformed 
extraneous  poisons — exogenous  poisons — and  in  another  group  those  due 
to  su})stances  formed  within  the  body — endogenous  poisons. 

It  has  furthermore  been  found  convenient  to  make  three  classes  of 
the  endogenous  poisons:  First,  those  which  are  formed  under  the  in- 
fluence of  micro-organisms  in  the  course  of  the  acute  infectious  diseases 
and  whose  effects  are  most  appropriately  studied  in  that  connection; 
these  may  be  called  endogenous  poisons  of  infectious  origin ;  second,  those 
which  are  formed  under  the  influence  of  micro-organisms  in  the  gastro- 
intestinal canal  or  elsewhere  and  absorbed  into  the  body  fluids;  third, 
those  which  are  formed  l)v  the  metabolism  of  the  bodv  cells  themselves. 

To  endogenous  poisoning  induced  by  either  of  the  latter  two  classes 
of  agents  the  term  auto-intoxication  has  been  most  commonly  and  most 
Appropriately  applied. 

As  we  have  already  studied  the  toxic  lesions  of  the  infectious  diseases, 
we  have  onlv  to  consider  here: 

First,  the  lesions  induced  by  preformed  or  extraneous  poison — ex- 
ogenous poisons  ;  and  second,  those  due  to  the  endogenous  poisons  which 
are  concerned  in  the  so-called  auto-intoxication} 

The  Lesions  Induced  by  Exogenous  Poisons.^ 

Sulphuric  Acid. 

The  effects  of  this  pokson  vary  with  the  amount  taken  and  with  its  strength.  Death 
usually  occurs  in  from  two  to  twenty-four  hours  after  the  ingestion  of  the  concen- 

'  The  Hmitation  of  the  term  auto-intoxication  as  it  i8  hen*  used  is  adopted  from  Martxus, 
wlio  lias  written  most  dearly  and  suggestively  uixjn  the  subjeet.  See  Miirtivs,  "Patbo- 
genose  innerer  Krankheiten,"  Hefte  i.  and  ii..  ISOO-llMK). 

*  P'or  special  precuutions  to  he  taken  in  the  i>08t-mortem  examination  in  caACS  of  sus- 
pected poisoning  see  p.  97U. 
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trated  acid.     A  case  of  death  witliin  an  hour  is  recorded.     When  the  poison  is  less  con- 
centrated or  its  elTects  are  less  intense,  the  patient  may  survive  for  months. 

The  skin  of  the  face  about  the  mouth  may  be  blackened  and  charred  by  the  acid. 

The  mouth  aUvl  pharynx  are  of  a  grayish  or  blackish  color,  or  are  covered  witli  a 
whitish  layer,  while  the  deeper  tiss.ies  are  reddened.  Sometimes  these  regions  escape 
the  action  of  the  poison. 

The  larynx,  trachea,  and  lungs  are  sometimes  softened  and  blackencvl  by  the  acci- 
dental pas-sa^re  of  the  acid  into  them.  This  may  take  place  even  when  the  acid  does 
not  pass  into  the  oesophagus. 

The  asophagus  seldom  escapes.  It  is  colored  grayish  or  blackish,  softeneil,  and 
the  mucous  membrane  comes  off  in  shreiis.  If  life  is  prolongeil,  cicatrices  and  strictures 
are  formed.  The  i<tomarh  may  contain  a  blackish,  pulpy  Huid.  due  to  the  action  of  the 
acid  on  m  icus,  blood,  etc.  It  is  coated  on  its  internal  s.irface  with  a  black,  sticky 
layer,  beneath  which  the  mucous  membrane  is  reddened.  The  muco  is  membrane  may 
be  blackened  in  patches  or  stripes.  The  organ  may  be  contracted  and  the  nuicous 
membrane  corrugated.  Sometimes  perforation  takes  place  and  the  aciil  blackens  and 
softens  the  adjoining  vi.scera.  In  protracted  castas  cicatrices  are  formed  and  the  or- 
gan is  contracted.  If  the  poi.son  is  dilute  there  may  be  only  ihc  lesions  of  chronic 
gastritis. 

The  Wow/ is  sometimes  thickened,  syrupy,  acid,  and  may  form  thrombi  in  the  vessels. 

Fatty  degeneration  of  the  renal  epithelium  is  mentioneii  by  some  authors. 

The  body  may  be  partially  preserved  from  decomposition,  owing  to  the  action  of 
the  acid  upon  the  tissues. 

The  solution  of  indigo  in  sulphuric  acid,  commonly  known  as  sulphate  of  indigo, 
produces  the  same  lesions  as  sulphuric  aciil,  and  also  stains  the  tissues  with  which  it 
comes  in  contact  a  dark-blue  color.  It  is  stated  that  an  indigo-blue  tint  is  often 
found  in  the  mucous  membranes  after  poisoning  by  pure  sulphuric  acid. 

Nitric  Acid. 

Death  may  occur  very  soon  after  the  taking  of  the  poison,  but  is  not  usual  until 
the  lapse  of  jeveral  hours,  and  may  not  ensue  for  several  days  or  weeks. 

The  surface  of  the  mucous  membrane  of  the  tnoxith,  pharynx,  and  cesophagus  is  cov- 
ered with  yellow  eschars  wherever  the  acid  has  touched  it.  lieneath  and  around  the 
eschars  the  tissues  are  congested  and  red.  Tlie  poison  may  reach  the  oesophagus 
without  acting  on  the  mouth.  The  stomach  contains  a  viscous,  sanguinolent ,  yellow 
or  greenish  fluid.  The  mucous  membrane  is  congested,  red.  swollen,  softened,  and 
ecchymotic.  It  is  rarely  perforated.  The  duodenum  may  be  inflamed,  and  the  inflam- 
mation extend  to  its  peritoneal  coat.  The  rest  of  the  intestines  usually  escapes  the 
action  of  the  acid. 

The  larynx  is  very  fre]uently  acted  on  by  the  acid.  There  are  yellow  eschars, 
congestion  and  swelling  of  the  mucous  membrane,  sometimes  oedema  of  the  glottis. 
The  trachea  may  be  inflamed  and  tlie  lungs  congested. 

If  the  patient  survive  the  first  effects  of  the  poison,  chronic  inflammation,  cicatri/.a- 
tion,  and  contraction  may  occur. 

The  acid  nitrate  of  mercury,  if  taken  in  a  concentrated  form  into  the  stomach,  may 
induce  the  same  lesions  as  nitric  acid. 

Hydrochloric  Acid. 

In  fatal  cases  death  occurs  on  the  average  in  about  twenty-four  hours.  The  lesions 
are  in  general  similar  to  those  produce<l  by  sulphuric  and  nitric  acids,  except  that  the 
eschars  are  usually  of  a  whitish  color  at  first,  becoming,  after  a  time,  discolored  and 
disintegrated.  It  is  also  more  common  to  find  false  membranes  on  the  inflamed  sur- 
faces. 

Oxalic  Acid. 

In  fatal  cases  death  may  occur  within  ten  minutes  (in  one  case  it  occurred  in  three 
minutes)  or  it  may  be  delayed  for  two  or  three  weeks.     The  p>eriod  of  death  does  not 
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depend,  as  do  in  general  the  symptoms,  upon  the  amount  and  concentration  of  the 
poison. 

The  mucous  membrane  of  the  mouth,  pharijnx,  and  (psophagiis  is  usually  white  and 
shrivelled,  and  easily  jKjeled  off.  ami  may  \xi  covered  with  brownish  vomit  from  the 
stomach.  The  opsophagus  may  be  much  contracted.  The  stomach  is  usually  con- 
tracted and  contains  a  dark-brown,  acid,  mucous  fluid.  The  mucous  membrane  of 
the  stomach  may  be  pale,  soft,  and  easily  detaciied.  sometimes  lookinjr  as  if  it  hatl  lKH»n 
boiled  in  water.  Sometimes  it  is  red  and  congested:  sometimes  blackened  antl  gan- 
grenous; sometimes  f)e<»led  off  in  patches.  Perforation  is  of  rare  occurnmce.  If  life 
be  prolonged  the  whitened  condition  of  the  mucous  membram^  is  succ<H*ded  by  con- 
gestion and  inflammation.  The  ftmall  intestinrs  may  be  inflamed.  Inflanmiation  of 
the  pleura  and  jterltoneum,  and  congestion  of  the  lutKjs  arc*  of  occasional  occurrence. 
In  some  cases  of  death  from  oxalic  acid  there  are  no  well-marked  lesions. 

Potassium  oxalate  produces  the  same  lesions  as  oxalic  acid. 

Tartaric  Acid. 

This  acid  is  seldom  used  as  a  poison,  but  in  large  <ioses  may  ])rove  fatal.  The 
lesions  in  the  cases  observed  were  redness  and  inflammation  of  the  mucous  membrane 
of  the  gastro-intestinal  canal. 

Potash,  Soda,  and  their  Carbonates. 

These  substances  are  not  commonly  used  as  poisons  with  suicidal  or  homicidal  in- 
tent, but  may  Ix?  taken  by  mistake.  They  may  cause  death  in  a  few  hours,  or  life  may 
l)e  prolonged  for  several  weeks. 

The  muctnis  membrane  of  the  mouth,  phart/nx,  oeftnphagus,  and  stomach  is  softened, 
swollen,  congested,  and  inflame<l.  or  may  be  peele<l  off.  It  may  Ik*  blackened  from  local 
changes  in  the  blood.  The  mucous  membrane  of  the  lari/nx  and  trachea  may  also  Ik? 
swollen  and  inflamed. 

If  life  is  prolonged  for  some  time,  cicatrices  and  strictures  of  the  a!sophagus  and 
Htomach  are  apt  to  be  produced  as  a  result  of  the  re])arative  inflammation. 

Ammonia. 

The  vapor  of  strong  ammonia  may  cause  death  from  inflanmiation  of  the  lar>'nx 
and  air  parages.  The  stnmg  solution  of  anmionia  protluces  l(^sions  similar  to  those  of 
potash  and  soda.  The  larynx,  trachea,  and  bronchi  are  frequently  inflamed,  and  may 
be  covered  with  false  membranes.  Fatal  inflammation  of  the  n»ctum  and  colon  has 
been  produced  by  an  enema  of  strong  solution  of  ammonia. 

Potassium  Nitrate. 

Accidental  poisoning  sometimes  occurs  from  large  doses  of  this  salt.  In  the 
observed  cast's  there  were  intenst^  congestion  and  inlianunation  of  the  stomach  and  intes- 
tines, and  in  one  case  a  small  iH'rforation  of  tiie  stomach  existed. 

For  the  effects  of  s<*veral  infrcijuently  employed  salts  of  the  alkalies  an<l  alkaline 
earths,  which  for  the  most  part  pnwluce  simple  inflannuation  of  the  gastro-intestinal 
canal,  we  refer  to  siHJcial  works  on  toxicolo^. 

Phosphorus. 

Poisoning  by  phosphorus  is  much  more  common  in  France  and  Germany  tlian  in 
this  country.  Some  of  the  forms  of  rat  poison,  of  which  this  is  a  fret|uent  ingre<lient, 
and  the  ends  of  matches,  are  conuucm  meiiia  for  its  administration.  It  is  more  often 
used  with  suicidal  than  with  homicidal  intent. 

The  post-mortem  iipiwarances  vary  according  to  the  length  of  time  which  elaps<»s 
before  death,  which  may  be  from  a  few  hours  to  several  mcmths. 

If  death  takes  ])lace  in  a  few  hours  the  only  lesions  may  be  those  pnnhiced  by  the 
direct  local  action  of  the  poison.  The  mouth,  pluirynx,  and  assophagus  usually  <'scai)e. 
The  stomach  may  l>e  only  slightly  reddened,  or  th;Te  may  be  patches  of  inflannuation 
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and  erosion.  The  contents  of  the  stomach  are  often  mixed  with  blood  and  may  have 
the  peculiar  smell  of  phosphorus.  There  may  be  little  bits  of  wood  present  when  the 
poison  has  been  taken  from  the  heads  of  lucifer  matches.  It  is  said  that  the  mucous 
membrane  of  the  stomach  may  emit  a  phosphorescent  Ught  in  the  dark. 

If  death  does  not  ensue  until  after  several  days  the  lesions  are  more  marked.  The 
body  is  usually  jaundiced.  There  may  be  ecchymoses  beneath  the  pericardium,  pleura, 
and  peritoneum,  in  the  lungs,  the  kidneys,  the  bladder,  the  uterus,  the  muscles,  and 
the  subcutaneous  connective  tissue,  and  bloody  fluid  in  the  visceral  cavities. 

Chromatolysis  of  the  ganglion  cells  may  occur. 

The  heart  and  xxAurUary  muscles,  the  walls  of  the  blood-vesseLSy  and  the  epithelium 
of  the  pulmonary  air  vesicles  may  be  in  the  condition  of  fatty  degeneration.  The  blood 
is  usually  dark  and  fluid 

The  stomach  sometimes  presents  no  very  striking  changes.  There  may  be  small 
circumscribed  spot«  of  inflammation,  erosion,  or  gangrene,  and  occasionally  perforation. 
The  most  constant  change  is  albuminous  and  fatty  degeneration  of  the  cells  which  line 
the  gastric  follicles.  In  consequence  of  this  the  mucous  membranes  appear  thickened, 
opaque,  of  white,  gray,  or  yellow  color.  The  smill  intestine  appears  normal  or  is  con- 
gested. 

The  liver  is  found  in  different  degrees  of  albuminous  and  fatty  degeneration,  and 
is  often  stained  yellow  from  the  jaundice.  It  is  usually  increased  in  size  and  of  a  gray- 
ish-yellow or  light-yellow  color,  unless  stained  by  the  bile.  Less  frequently  the  centres 
of  the  acini  are  congested,  or  the  entire  liver  is  congested,  or  there  are  small  haemor- 
rhages in  the  liver  tissue.  The  liver  may  be  soft,  flabby,  and  smaller  than  normal. 
In  the  interstitial  tissue  of  the  liver  and  along  the  branches  of  the  portal  vein  there 
may  be  marked  infiltration  with  small  spheroidal  cells. 

The  kidneys  often  present  albuminous  and  fatty  degeneration  of  the  epithelium. 
The  mesenteric  lymph-nodes  may  be  soft  and  swollen  from  hyperplasia. 

ArBeziic. 

This  poison  is  very  frequently  employed  with  suicidal  intent.  Death  may  occur 
in  a  longer  or  shorter  time  from  the  direct  irritative  effects  of  the  f>oison  upon  the 
gastro-intestinal  canal,  i^ith  the  symptoms  which  usually  accompany  the  ingestion  of 
irritant  poisons;  or  it  may  occur  i^ith  symptoms  of  collapse,  or  coma,  or  shock;  or  the 
symptoms  may  resemble  those  of  cholera.  The  average  time  of  death  in  acute  fatal 
cases  is  about  twenty  hours,  but  death  has  occurred  in  twenty  minutes  and  has  been 
prolonged  for  two  or  three  weeks. 

The  mouth,  pharynx,  and  asoj^iagus  may  be  inflamed,  but  are  more  frequently 
unaltered.  The  stomach  may  be  empty  or  contain  mucus  mixed  i^ith  blood.  The 
arsenic,  in  substance,  may  be  found  adherent  to  the  mucous  membrane  or  mixed  with 
the  contents  of  the  organ.  It  has,  in  rare  cases,  been  found  encysted  in  the  stomach 
in  considerable  quantity.  When  invisible  to  the  naked  eye  a  microscopical  examina- 
tion of  the  stomach  contents  will  not  infrequently  reveal  characteristic  crystals  of  ar- 
senious  acid  or  some  of  its  compounds.  The  stomach  may  be  contracted  and  its  mu- 
cous membrane  corrugated.  The  entire  inner  surface  may  be  red  and  inflamed,  or 
there  may  be  patches  or  streaks  of  inflammation  or  deep  congestion.  The  inflamed 
and  congested  patches  may  be  thickened  and  covered  i^ith  false  membrane  mixed  i^vith 
larger  and  smaller  particles  of  masses  of  the  poison,  l^lceration,  perforation,  and 
gangrene  are  rare.  Blood  may  be  extravasated  into  the  mucosa  and  submucosa,  and 
with  the  congestion  give  the  mucous  membrane  a  very  dark-red  or  brown  appearance. 
Frequently  the  mucous  membrane  is  studded  >*ith  small  petechia.  Sometimes  the 
arsenic  is  converted  in  the  stomach  into  the  yellow  sulphid.  There  may  be  acute 
gastritis,  even  when  the  poison  is  absorbed  by  the  skin  or  otherwise  and  not  introduced 
into  the  stomach.  The  epithelium  of  the  gastric  glands  may  undergo  granular  and 
fatty  degeneration. 

The  entire  length  of  the  intestine  may  be  congested  and  inflamed,  but  the  action  of 
the  poison  does  not  usually  extend  beyond  the  duodenum.  In  some  cases  the  sofitary 
lymph-nodules,  Peyer*s  patches,  Sind  the  mesenteric  nodes  are  swollen.  Inflammation  of 
the  bladder  and  peritoneum,  and  congestion  and  oedema  of  the  brain,  have  been  observed, 


THE   LESIONS    INDUCED    BY   POISONS  395 

but  are  neither  frequent  nor  in  any  way  characteristic.  Fatty  degeneration  of  the 
musdes,  liver,  kidneys,  blood-vessels,  and  vesicular  epUhelium  of  the  lungs  and  chromar 
tolysis  of  the  ganglion  cells  may  follow  arsenical  poisoning. 

Alterations  in  the  spinal  corJ  indicative  of  acute  myelitis  liave  been  described  by 
Popon  ^  as  occurring  in  dogs  poisoned  ^ith  arscnious  acid. 

The  walls  of  the  stomach  and  intestines  and  other  parts  of  the  body  may  be  pre- 
served from  decomposition  for  a  long  time  aft-er  death  by  arsenical  poisoning. 

It  should  always  be  borne  in  mind,  in  examining  cases  of  suspected  arsenical 
poisoning,  that  death  may  be  produced  by  arsenic  and  its  compounds  without  any 
appreciable  lesions.  While  in  general  it  may  be  said  that  in  the  cases  in  which  no 
lesions  are  discovered  death  has  probably  occurred  soon  after  the  ingestion  of  the 
poison,  it  should  be  remembered  that  death  w^ithout  lesions  may  exceptionally  take 
place  long  after  the  usual  time  at  which  inflammatory  changes  commence. 

Compounds  of  arsenic,  such  as  the  chlorid  and  sulphid,  and  the  arsenit^  (ScTieele's 
green,  Paris  green),  are  sometimes  used  for  suicidal  purposes,  and  produce  lesions 
similar  to  those  of  arsenious  acid.  Paris  green  is  a  favorite  article  in  New  York,  par- 
ticularly among  Germans,  for  suicidal  purp<;ses.  It  is  usually  taken  in  considerable 
quantities,  and  is  often  found  in  the  stomach  after  death.' 

Corrosive  Sublimate. 

The  mucous  membrane  of  the  mouth  and  throat  may  be  swollen,  inflamed,  or  have 
a  grayish-white  app>earance.  The  opsophagus  may  l)e  swollen  and  white,  or  congested, 
or  unaltered.  The  mucous  membrane  of  the  stomach  is  usually  congested  or  inflamed, 
or  there  may  be  patches  of  softening,  ulceration,  or  gangrene.  Perforation  is  of  rare 
occurrence.  Small  ecchymoses  in  the  mucosa  are  not  uncommon.  Sometimes  there  is 
little  or  no  change  in  the  stomach.  Sometimes  the  mucous  membrane  of  the  stomach 
is  slate-colored  from  the  deposition  of  metallic  mercury  from  the  decomposed  salt.  The 
intestines  may  appear  normal,  or  there  may  bo  patches  of  congestion  and  ecchymosis. 
The  larynx  and  trachea  may  be  congested. 

The  kidneys  are  congested,  there  is  albuminous  and  fatty  degeneration  and  necrosis 
of  the  epithelium  especially  of  Ilenle's  loops  and  the  convoluted  tubules.  The  epi- 
thelium may  desquamate  and  block  the  tubules.  The  glomeruli  are  not  obviously 
involved.  Calcification  may  follow  tlie  degeneration  and  necrosis  of  epithelium* 
(Fig.  30). 

Lead. 

The  different  preparations  of  lead  may  prove  fatal  either  from  the  immediate 
effect  of  large  doses  or  from  the  gradual  effects  of  repeated  small  doses.  Although 
there  may  be  marked  symptoms  during  life,  the  post-mortem  lesions  are  few  and 
variable. 

There  may  be  chromatolysis  of  the  ganglion  cells. 

Large  doses  may  produce  acute  gastritis,  and  sometimes  a  whitening  of  the  mucous 
membrane.  The  intestines  are  generally  contracted,  and  there  may  be  fatty  degenera- 
tion of  the  renal  epithelium;   very  frequently  then.*  are  no  api)reciable  lesions 

^  Popon,  "I^eber  die  VcrS,ndcrungcn  im  Riickenniarke  nacli  VcrRiftung  mit  Arsen," 
etc.,  Vircli.  Arch.,  Hd,  xciii.,  p.  351. 

*  It  is  advisable,  in  oases  of  suspected  arsenic  poisoning,  particularly  if  the  body  has 
lain  for  some  time,  as  in  exhumations,  to  preserx'e  not  only  all  of  the  internal  organs  entire 
for  the  chemist,  but  also  portions  of  the  muscles  (back,  tliigh.  arm,  and  abdomen^,  and  also 
one  of  the  long  bones,  preferably  the  femur,  since  arsenious  acid  and  its  compoimds  are  quite 
diffusible,  and  may  be  pres«»nt  in  projwrtionately  larger  quantity  in  other  parts  than  in  the 
gastro-intestinal  canal.  It  is  desirable  to  save  the  whole  of  the  internal  organs,  and  to 
weigh  the  muscle  and  bones  as  well  as  the  whole  body  at  the  autojwy,  in  onler  that  the 
calculations  of  the  chemist,  in  case  ars<*nic  l>e  found,  may  rest  upon  a  definite  basis,  and  be 
as  little  as  possible  dependent  upon  estimates,  whose  value  may  l>e  questioned  by  lawyer? 
should  the  case  come  into  the  courts. 

An  interesting  article  on  arsenic  as  a  poison,  with  various  collateral  ilata  by  Pcllcw,  will 
be  found  in  Hamilton's  "System  of  Legal  Medicine,"  vol.  i.,  p.  340. 

*  For  studies  on  the  action  of  sublimate  on  the  kidneys  see  n»f.  footnote,  to  NcidHrger 
and  to  Klb*\  p.  703.  See  also  Mouissit  ami  Mouriquand,  Jour,  de  phys.  et  path.  g6n.,  t.  viii., 
p.  292,  190(>. 
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In  chronic  load  poisuning  the  intestines  may  be  contracted,  the  vohmtarj'  muscles 
flabby  and  Hght -colored,  or  partially  replaced  by  connective  tissue,  and  there  may  be 
chronic  meningitis. 

Copper. 

Acute  ])oisoning  by  salts  of  copp>er  is  not  very  common,  but  it  is  of  occasional 
accidental  occurrence,  and  the  salts  are  infrequently  used  with  suicidal  intent.  The 
s-ilphate  and  acetate  are  the  most  important  salts  in  this  resjx^ct.  Soluble  salts  of 
copper  may  be  fonned  in  the  use  of  copper  cooking  utensils,  and  accidents  most  fre- 
quently occur  in  this  way. 

The  post-mortem  apjx^arances  are  somewhat  variable.  The  pharynx  and  cpsophagus 
may  be  somewhat  inflamed  or  unchanged.  The  mucous  membrane  of  the  stomach  and 
intestines  may  Ix?  inflamed,  ulcerated,  or  gangrenous,  and  in^rforation  and  peritonitis 
may  occur.  The  mucous  membrane  may  have  a  diffuse  greenish  color,  or  particles  of 
the  salt  may  be  found  adhering  to  it. 

Tartar  Emetic. 

This  preparation  of  antimony  may  prove  fatal  when  administered  in  a  single  large 
dose  or  in  repeated  small  d(x*<es.  The  post-mortem  lesions  are  not  constant.  In  casc»s 
of  chronic  poisoning  there  are  usually  no  appreciable  lesions. 

In  cases  of  acute  ])oisoning  there  may  ho  evidence  of  acute  inflanmiation  of  the 
(Fsophagus,  stomach,  intestines,  and  jxTitoneum.  Sometimes  the  stomach  exhibits  no 
lesions,  while  the  intestine  is  involved.     The  larynx  and  lungs  may  be  deeply  congested. 

Vegetable  Irritants. 

Aloes,  colocynth,  gamboge,  jalap,  scammony,  sai^in,  croton  oil,  aylchicum,  veratria, 
heUebore,  elaterium,  and  turpentine. 

All  these  drugs  may  produce  poisonous  effects.  The  post-mort<?m  lesions  are  con- 
gestion, inflammation,  and  sometimes  ulceration  of  the  gastro-intestinal  mucous 
membrane;  but  these  lesions  are  sometimes  present  and  sometimes  absent. 

Gantharides. 

This  substance  may  be  given  in  powder  or  tincture.  The  entire  length  or  only  a 
portion  of  the  alimentary  canal  may  be  congested  or  inflamed.  There  may  be  patches 
of  gangrene  of  the  mucous  membrane  of  the  stomach.  When  the  poison  has  been 
taken  in  substance  a  microscoj)ical  examination  of  the  contents  of  the  alimentary 
canal  or  of  the  mucous  membrane  may  reveal  the  glistening  green  and  gold  particles 
of  the  fly. 

The  kidneys,  ureters,  and  bladder  may  be  congested  and  inflamed.  There  is  some- 
times congestion  of  the  l)rain  and  its  membranes. 

Opium  and  Morphin. 

The  post-mortem  appearances  in  persons  who  have  died  from  opium  or  morphin 
p>oisoning  are  inconstant  and  not  characteristic.  Congestion  of  the  brain  and  its  mem- 
branes, with  serous  effusion  in  the  membranes  and  ventricles,  and  congestion  of  the 
lungs,  are  changes  occasionally  seen,  but  they  are  frequently  entirely  absent,  and  when 
present  are  not  characteristic  of  death  from  this  poison. 

Poisonous  Fungi. 

The  action  of  these  substances  varies  greatly,  and  the  post-mortem  appearances  are 
inconstant  and  not  characteristic.  In  general,  when  any  lesions  are  present  they  are 
those  of  gastro-intestinal  irritation  or  of  venous  congestion,  or  both. 

Microscopical  examination  may  reveal  characteristic  fragments  of  fungi  in  the 
contents  of  the  alimentary  canal. 
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Hydrocyanic  Acid. 

This  poison  in  fatal  doses  may  destroy  life  in  a  very  short  time.  The  post-mortem 
appearances  are  inconstant  and  not  characteristic.  The  skin  may  be  livid  and  the 
muscles  contracted.  The  stomach  may  be  congested  or  normal.  The  most  frequent 
internal  appearances  are  those  of  jB^eneral  venous  congestion.  Tender  favorable  condi- 
tions the  odor  of  priissic  acid  may  be  <ietected  in  the  stomach  or  blood  or  brain,  or  other 
parts  of  the  Ixxly.  It  may  be  absent  in  the  stomach  and  present  in  other  parts  of  the 
body.     If  the  patient  have  lived  for  some  time  the  odor  may  he  absent  altogether. 

Cyanide  of  potasffium  may  produce  the  same  lesions  as  hydrocyanic  acid,  and  there 
IS  the  same  inconstancy  in  their  *)ccurrence. 

Xitrobemol. — This  substance  produces  gci;eral  venous  congestion,  and  the  odor  of 
the  oil  of  bitter  almonds  may  be  more  or  less  well  marked  in  the  body  after  death. 

Carbolic  Acid. 

When  this  prison  in  c(mcentrated  fonn  is  taken  into  the  stomach  the  mucous 
membrane  of  the  mouth,  anophagus,  and  stomach  may  Ix?  white,  corrugated,  and  par- 
tially develoi>ed  in  patches,  and  the  edges  of  the  affected  parts  may  lx>  hyix^rajmic  or 
there  may  Ix?  patches  of  extravasation.  Brownish,  shrunken  patches  may  be  present 
about  the  nioutli.  Th^*  brain  and  meninges  may  l>e  conja:ested.  There  may  be  conges- 
tion and  oedema  of  tlie  lungs,  and  congestion  of  the  iivrr  and  sjdeen.  The  blood  is 
usually  dark  and  fluiil.  The  urine  is  commonly  of  a  dark  or  gre<»nisli  color.  The 
odor  of  tlie  poison  may  be  evident  in  the  body  and  in  the  urine. 

In  cases  which  are  not  at  once  fatal  tlie  affected  mucous  membrane  may  slough, 
and  healing  follow  with  contraction  of  the  stomach.  Death  from  innutrition  may 
follow  temporary  recovery  after  a  considerable  interval.  If  diluted  carbolic  acid  be 
taken  the  white  api>earance  of  the  niucors  membrane  may  Im»  absent  but  death  may 
ensue  with  marks  of  necrosis,  hypeneniia.  an<l  inliariniation  of  the  oesophagus  and 
stomach. 

Alcohol. 

The  different  preparations  of  alcohol,  when  taken  In  concentrated  form  or  in  large 
quantities,  sometimes  produce  sudden  coma  arnl  death  in  from  half  an  hour  to  several 
hours.  In  acute  jK)isoning,  if  <'eath  have  followed  soon  after  the  ingestion  of  the  poison, 
the  iKxiy  may  resist  decomposition  for  an  unusual  length  of  time.  The  stomach  and 
tissues  may  even  have  a  more  or  l(»ss  well-marked  alcoholic  odor.  The  stomach,  and  even 
the  cesoj)fiagus  and  duodenum,  may  be  of  a  deep-red  color.  There  may  be  puncti- 
form  ecchymoses  in  the  gastric  mucous  membrane.  In  many  cast\s  the  stomach  is 
apparently  quite  normal.  There  is  apt  to  Ik>  venous  congestion  in  .some  of  the  internal 
organs,  but  this  is  not  constant.  There  are  fretiuently  congestion,  and  sometimes 
extrava.nation  of  bl«K)d  in  the  brain  and  its  mcmltranvs,  an<l  a-dema  of  the  membranes 
or  of  the  brain  substance,  or  both.  Then*  may  be  a  .serous  effusion  in  the  ventricles  of 
the  brain,  also  chromatolysis  of  the  ganglion  cells. 

In  chronic  alcohol  poisoning  death  may  ensue  from  some  other  <lis(>ase,  or  after  a  de- 
bauch. In  the  latter  case  then'  may  b(»  delirium  tremens,  or  the  patient  dies  exhaustod 
and  comatose.  Chronic  alcoholism  is  not  infretjuently  mistaken  clinically  for  menin- 
gitis. The  post-mortem  lesions  are  sometimes  marked,  sometimes  abs<>nt.  There  may 
l)e  chronic  pachymeningitis,  resulting  in  thickening  of  the  dura  mater  and  its  cl(!s<» 
adherence  to  the  skull.  The  jda  mater  may  Im*  thickened  and  crdemators.  The  brain 
may  ljt»  normal  or  opdematous  or  atrophied  and  show  ehronuitolysis  of  the  ganglitm 
cells.  The  lungs  are  frecjuently  congested.  The  heart  may  be  thickly  coven*d  with 
fat,  and  its  walls  miiy  be  flabby  and  fatty.  The  .^fomach  freijuently  presents  the 
lesions  of  chronic  gastritis.  The  lii^er  may  Ix'  cirrhotic,  with  or  without  fatty  infiltration. 
The  kidneys  may  present  the  lesions  of  albuminous  or  fatty  degeneration  or  of  chronic 
diffuse  n(?phritis. 

It  should  always  Ix?  remembere<i,  however,  that  all  or  a  part  of  the  above  lesions 
may  be  absent  in  the  bodies  of  drunkards,  and,  furthermore,  that  the  same  lesions  may 
be  due  to  other  causes. 
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Chloroform. 

Chloroform  may  cause  death  when  it  is  taken  in  fluid  form  into  the  stomach  or 
when  inhaled.  Death  from  swallowing  liquid  chloroform  is  rare,  and  its  immediate 
cause  is  usually  uncertain.  The  post-mortem  changes  are  variable;  sometimes  there 
are  no  lesions.  In  some  cases  there  is  simple  reddening  of  the  gastric  mucous  mem- 
brane; occasionally  there  is  acute  gastritis  or  ulceration  of  the  mucous  membrane. 
The  odor  of  chloroform  may  or  may  not  be  exident.  Discoloration  and  softening  of 
the  mucous  membrane  of  the  pharynx,  oesophagus,  and  duodenum  have  been  obser\'eil. 
There  may  be  general  venous  congestion;  the  heart  may  be  flabby.  Bubbles  of  gas 
have  been  frequently  seen  in  the  blood,  but  this  is  not  characteristic. 

Death  from  inhalation  of  chloroform  is  a  not  infrequent  accident  in  surgical 
practice.  After  death  from  inhalation  the  results  of  the  examination  arc  usually  quite 
negative,  and  in  no  case  are  there  lesions  which  in  themselves  enable  the  examiner  to 
declare  death  to  have  been  due  to  chloroform  poisoning. 

Ether. 

The  inhalation  of  ether  occasionally  causes  death.  The  post-mortem  examina- 
tion is  negative.  The  ingestion  of  fluid  ether  may  induce  inflammation  of  the  stomach. 
The  odor  of  ether  may  be  perceptible  if  the  autopsy  is  made  soon  after  death. 

Chloral  Hydrate. 

There  are  no  characteristic  post-mortem  appearances  after  death  by  chloral.  Hy- 
peremia of  the  brain,  and  the  odor  of  the  drug,  have  been  noticed. 

Strychnin— Nux  Vomica. 

The  post-mortem  appearances  after  poisoning  by  these  dnigs  are  not  characteristic 
and  are  inconstant.  The  body  is  usually  relaxed  at  the  time  of  death,  but  the  rigor 
mortis,  as  a  rule,  comes  on  early  and  remains  long.  There  may  be  congestion  of  the 
brain  and  spinal  cord,  and  sometimes  of  the  lungs  and  stomach.  C^hromatolysis  of  the 
ganglion  cells  is  recorded. 

Animal  Venom,  Etc. 

The  poisons  which  may  be  introduced  into  the  body  through  the  bites  of  venomous 
snakes  and  reptiles  and  the  bites  of  insects  cannot  be  considered  in  detail  here.^ 

Abrin  and  ricin  are  examples  of  poisonous  substances  which  induce  in  the  body 
lesions  similar  to  those  in  certain  infectious  diseases  (see  p.  198). 

Carbonic  Oxide. 

This  is  one  of  the  gases  generated  in  the  burning  of  charcoal,  and  forms  one  of  the 
ingredients  of  illuminating  gas.  A  most  characteristic  post-mortem  appearance  is 
the  cherry-red  color  of  the  blood,  and  of  the  tissues  and  viscera  which  contain  blood. 
The  presence  of  carbonic  acid  in  the  gas  may  obscure  the  bright  red  of  the  carbonic 
oxide  by  the  dark  color  which  it  induces  in  the  blood,  so  that  spectroscopic  or  other 
tests  are  sometimes  necessary  for  its  detection. 

There  may  be  oedema  and  hyperemia  with  haemorrhage  in  the  brain  and  meninges. 
There  may  be  haemorrhages,  often  symmetrical,  in  the  basal  ganglia  and  in  the  internal 
capsule.  Or  there  may  be  areas  of  softening  in  the  brain  and  cord.  In  some  cases  there 
appear  to  be  hyaline  thrombi  formed  of  red  blood  cells  in  the  vessels  of  the  central  nerv- 
ous system  as  well  as  in  the  other  viscera,  to  which,  in  part  at  least,  the  haemorrhages  and 
softening  may  he  attributed.'  Some  of  them  may,  however,  be  due  to  the  direct  action 
of  the  poison. 

*  Consult  Langmann,  "Poisonous  Snakes  and  Snake  Poison,"  Medical  Record,  vol.  Iviii., 
p.  401,  1900;   also  Broum,  "Twentieth  Centurv  Practice,"  vol.  xx.,  bibl. 

»  8«j  Schmidtmann,    "  Gerichtl.  Med.,"  9th  ed.,  Casper-Liman,  Bd.  i.,  p.  872,  1905. 
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Recovery  from  carbonic-oxide  poisoning  in  cases  not  immediately  fatal  is  often 
tHoWf  and  various  serious  disturbances  of  the  nervous  system  may  accompany  it. 
An  apparent  speedy  recovery  may  be  followed  by  the  development  of  nerve  lesions 
which  in  a  longer  or  a  shorter  time  may  prove  fatal.  In  cases  in  which  death  follows 
several  weeks  after  the  poisoning  the  areas  of  softening,  often  especially  marked  in  or 
near  the  internal  capsule/  may  show  secondary  changes  due  to  absorption  of  degener- 
ated material,  growth  of  connective  tissue,  etc. 

The  lesions  are  essentially  those  of  asphyxia,  but  the  brain  is  said  to  be  more  fre- 
quently congested  than  in  asphyxia  by  simple  obstruction  of  respiration. 

Conium,  Aconite,  liObella  Inflata,  Digitalis,  Stramonium. 

These  vegetable  poisons  are  administered  in  their  natural  form  of  leaves,  berries, 
and  roots,  or  in  tinctures,  infusions,  and  extracts,  or  in  the  form  of  their  active  alkaloid 
principles. 

If  the  leaves,  berries,  or  seeds  are  given  they  may  be  detected  in  the  contents  of 
the  alimentary  canal  by  microscopical  examination.  Otherwise  the  results  of  autopsies 
are  not  characteristic. 

The  brain  and  its  membranes,  and  the  lungs,  may  he  congestetl.  The  stomach  may 
present  patches  of  congestion,  inflammation,  and  extravasation,  or  its  entire  mucous 
coat  may  be  inflamed,  or  it  may  appear  normal. 

Ptom&ins  and  Other  Putrefactive  Products. 

Poisonous  substances  of  various  kinds  are  often  develofwd  in  the  putrefaction  of 
organic  substances,  and  certain  alkaloidal  substances  called  ptomams  form  in  the 
decomj)osition  of  proteids  without  putrefaction.  Thus  in  sausages,  some  kinds  of 
cheese,  ice-cream,  decayed  fish  and  mussels,  such  substances  have  caused  serious  and 
even  fatal  poisoning.  There  are  no  charactt^ristic  post-mortem  changes  in  poisoning 
by  these  substances.  But  the  lesions  of  gastro-intestinal  inflammation  or  toxcemia 
may  be  present. 

These  alkaloidal  substances  may  l)e  of  extreme  importance  in  certain  cases  of  death 
from  oljscure  caiises  on  account  of  the  medic(>-l(?gal  <.|uestions  which  may  arise.^ 

Bibliography  of  Poisons. 

For  a  more  detailed  consideration  of  poisons,  their  effects,  modes  of  detection,  etc., 
consult  the  great  work  of  Kohert,  *'  Lehrbuchder  Intoxikationen."  or  the  following:  Taylor 
on  Poisons;  Maschka*s  "Handbuch  der  gerichtlirhen  Modicin,"  Hd.  ii.;  Woodman  and 
Tidy,  "Forensic  Medicine";  Iloffmann*s  ''  Lehrbuchd.  geriehtlichen  Medicin."  Worm- 
ley's  "Micro-chemistry  of  Poisons"  contains  a  series  of  good  plates  of  the  microscopical 
appearance  of  various  forms  of  crystals  of  poisonous  substances.  Peterson  and  Haines's 
"Textbook  of  Legal  Medicine  and  Toxicology,"  1904,  may  Im?  also  consulted. 

Lesser's  "Atlas  der  geriehtlichen  Medicin"  contains  a  series  of  coloretl  plates  show- 
ing the  api)earance  of  the  stomach  after  the  action  of  various  poisons.  The  work  of 
Guy  and  Ferrier  on  "Forensic  Medicine,"  7th  ed..  revised  by  Smith,  contains  in  very 
compact  and  reliable  form  much  information  on  the  general  subjects  treated  in  the  fore- 
going section.  Leicin's  "Lehrbuch  der  Toxicologic"  contains  many  valuable  and 
suggestive  general  considerations  on  the  action  of  poisons.  Schmidtmann's  "Hand- 
buch  d.  geriehtlichen  Medicin,"  1905,  is  the  last  and  9th  edition  of  the  standard  work 
of  Casjjer-Liman  and  contains  much  valuable  lore. 

*  For  a  oonHiiloration  of  the  rt'asons  for  the  localization  of  socomlary  lesions  of  CO  poison- 
ing in  the  basal  f?anglia  see  Hoffmann'*  "Gerichtl.  Me<i.."  9th  e<l.,  p.  739.  liMW. 

For  a  study  of  the  blood  supply  of  the  basal  ganglia  see  A' o/m/m>.  Wiener  klin.  Wochenschr., 
1893,  No.  11.  * 

*  For  chemical  a«<pect8  of  this  subject  consult  Vaughn  in  Hamilton's  "System  of 
Legal  Medicine,"  vol.  i.,  p.  475,  and  Vaughn  and  Novij,  "Cellular  Toxins";  also  Vaughn  in 
"Twentieth  Century  Practice/'  vol.  xiii. 
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Lesions  Induced  by  Endogenous  Poisons— Auto-Intoxi- 
cations. 

As  we  turn  now  from  poisons  formed  outside  of  the  body  to  those 
formed  within  it — the  endogenous  poisons — we  encounter  two  classes: 

I.  Those  poisons  which  arise  from  the  metabolism  of  micro-organisms. 

II.  Those  which  arise  from  the  normal  or  aberrant  metabolism  of  the 
body  cells  themselves. 

I.     ENDOGENOUS    POISONS    FORMED    LARGELY    UNDER   THE  IN- 
FLUENCE OF  MICRO-ORGANISMS.' 

1.  Those  which  are  formed  in  infectious  diseases  (see  Chapter 
VIII.,  Part  II.,  on  Infectious  Diseases); 

2.  Those  formed  in  the  body  without  infection. 

The  most  common  and  important  metabolic  poisons  of  this  class 
are  those  which  are  formed  in  the  gastro-intestinal  canal  through  the 
action  of  micro-organisms,  mostly  bacteria,  upon  the  organic  constituents 
of  the  intestinal  contents  and  secretions.  The  new  chemical  substances 
thus  formed  })ecome  deleterious  when  absorbed  into  the  bodv  fluids,  and 
this  may  occur  either  when  they  are  produced  in  unusual  quantity  or 
when  their  elimination  wuth  the  excreta  is  interfered  with.  When  ab- 
sorbed, some  of  these  poisons  may  be  demonstrable  in  the  urine,  and  they 
may  give  rise  to  a  variety  of  symptoms  which  cannot  be  considered  here, 
but  which  are  appropriately  designated  as  marks  of  Enterogenlc  auto- 
intoxication. Such  are  dizziness,  headache,  some  forms  of  tetany,  gas- 
tro-enteritis,  etc. 

Endogenous  poisons  analogous  in  origin  with  these  may  be  formed  in 
the  bladder,  in  putrid  abscesses,  or  in  necrotic  tissues  in  various  parts 
of  the  body.  Structural  lesions,  if  such  there  be,  occurring  under  these 
conditions  are  as  yet  but  little  known. 

n.    ENDOGENOUS  POISONS   FORMED   BT  THE   BODY  CELLS— HIS- 

TOGENIC  POISONS. 

It  is  only  within  the  past  few  years  that  the  studies  on  cell  metabo- 
lism have  led  to  the  belief  that  the  body  cells  may  not  only  under  occa- 
sional abnormal  conditions  form  poisonous  chemical  compounds,  but  that 
even  in  the  normal  processes  jome  of  the  intermediary  metabolic  prod- 
ucts may  be  inimical  to  the  welfare  of  the  body,  if  they  be  not  constantly 
rendered  inert.  This  may  be  effected  either  by  excretion  or,  as  now 
seems  probable,  in  part  at  least  through  the  influence  of  what  have  been 
called  the  *'  internal  secretions  *'  of  such  glands  as  the  thyroid,  pancreas, 
adrenals,  hypophysis,  etc.,  or  possibly  in  ways  as  yet  wholly  unknown. 

Thus  there  is  a  group  of  auto-intoxications  due  to  the  accumulation 
in  the  body  of  the  products  of  normal  metabolism  through  defects  in  the 
excretory  apparatus,  for  example,  uraemia  in  renal  insufficiency  or  reten- 
tion of  urine;    chola?mia  in  retention  of  bile;    carbonic-acid  poisoning 

*  Consult  in  connection  with  this  and  the  following  section  Herter,  "Chemical  Pathol- 
ogy," also  Wells,  "Chemical  Pathology." 
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in  various  forms  and  grades  of  asphyxia.  Possibly  some  of  the  serious 
symptoms  following  extensive  burns  of  the  skin  and  occurring  in  sun- 
stroke and  eclampsia  are  of  similar  origin.  This  may  be  called  auto- 
intoxication through  retention. 

On  the  other  hand,  there  is  a  group  of  auto-intoxications  which  it  is 
assumed  may  in  pai-t  at  least  be  due  to  a  failure  of  the  organs  concerned 
with  the  internal  secretions  to  furnish  the  necessary  link  in  the  chain  of 
intermediary  metabolic  products.  In  this  group  may  be  placed  cachexia 
strumipriva  and  myxoedema,  pancreatic  diabetes,  Addison's  disease,  and 
possibly  some  forms  of  acute  yellow  atrophy  of  the  liver. 

While  the  nature  and  action  of  the  postulated  internal  secretions  are 
still  obscure,  there  is  much  reason  to  believe  that  they  do  indeed  exist 
and  are  of  extreme  importance  in  the  subtle  adjustments  of  individual 
cell  metabolism  to  the  welfare  of  the  organism  as  a  whole,  and  that, 
when  this  adjustment  is  disturbed,  forms  of  histogenic  auto-intoxication 
may  arise.  At  any  rate  the  hypotheses  which  have  been  formed  in  the 
new  light  have  contributed  largely  to  our  understanding  of  a  series  of 
important  general  diseases.  These  diseases,  whether  involving  or  not 
internal  secretions  in  accordance  with  our  present  conceptions,  may  be 
considered  as  dyscrasic  auto-irUoxications} 

Whether  gout,  oxaluria,  and  some  forms  of  simple  diabetes  should 
be  considered  as  auto-intoxications  may  be  questioned.  Probably  Base- 
dow's disease  and  some  forms  of  puerperal  eclampsia  (see  p.  668)  should 
be  regarded  as  involving  the  formation  and  retention  of  histogenic  poisons. 

Of  course  this  grouping  of  diverse  forms  of  disease  should  be  consid- 
ered as  only  tentative  and  suggestive.  And  it  may  well  be  doubted 
whether  analogy  may  not  be  often  overstrained  in  regarding  as  the 
effect  of  poisons  what  may  after  all  be  metabolic  aberrancies  of  far  more 
subtle  character  than  the  word  auto-inioxication  would  imply. 

It  should  be  borne  in  mind  that  in  but  a  very  small  proportion  of 
the  abnormal  processes  which  are  considered  auto-intoxications  have  the 
assumed  poisons  been  actually  demonstrated.  The  assumption  rests 
largely  upon  symptoms  which  are  regarded  as  analogous  with  those  in- 
cited by  known  exogenous  poisons.  It  is  wise  to  remember  also  that 
even  in  poisoning  by  well-defined  agents  whose  general  effects  have  long 
been  known  we  are  almost  totally  ignorant,  except  in  the  case  of  the  so- 
called  destructive  or  corrosive  poisons,  of  the  exact  ways  in  which  they 
act.  A  few  induce  changes  in  the  blood;  many  appear  to  act  upon  the 
nerve  cells;   ])ut  the  nature  of  this  action  is  still  unknown.^ 

*  For  a  discussion  of  internjil  s«?rn»tion3,  with  bibliofjruphy,  consult  Transactions  of 
the  Coupross  of  American  Physicians  and  Surgeons,  vol.  iv..  1S'.)7. 

'  For  conv«?nicnce  of  reference,  the  grouping  of  i>oisons  briefly  set  forth  above  may  be 
tabulated  as  follows: 

I.   Exogenous  poisons Inorganic  and  organi<'. 

(  Kntlogeni»ous  ]M»isons  I  A.   Tn  infectic.us  <liseases. 
I       formed    largelv  bv -.  H.  Withciut    infection,  largelv 
II.   Endogenous  |H,isons—concerne<l  I       ,uicrc>-organisms.  *    /       enter<»genic. 

m  autoclithonous   <.r  en<logemc -,  i/,,,|ogenous  i>oisons  fonned   under  the   influence  of 
poisoiung     auto-intoxication.       i       ^^^   y,^.    ^j^^    |^,,j^.    ^.^.j,^  -hislntjrmr   poi^nns     induc- 

I       iiig  nuto-infitjricatioji  in  the  more  limited  sense. 
26 
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Without  insisting  upon  the  advantage  of  such  a  grouping  as  has  been 
outlined  above,  and  with  the  full  recognition  of  its  incompleteness,  the 
more  important  of  the  so-called  *'  general  diseases,"  some  of  which  may 
be  regarded  as  auto-intoxications,  will  be  considered  in  the  next 
chapter. 


CHAPTER  XIII. 

GENEBAL  DISEASES. 

In  the  so-called  general  diseases,  various  parts  of  the  body  are  stnicturally  or 
functionally  involved,  but  there  is  usually  a  primary  lesion  in  some  special  organ. 
The  grouping  of  certain  diseases  under  this  heading  is  rather  for  convenience  than 
because  these  diseases  are  fundamentally  iiifferent  in  their  relations  to  the  body  as  a 
whole  from  many  others,  such  as  infections,  intoxications,,  etc.  Fever,  which  is  so 
often  one  of  the  manifestations  of  toxaemia,  has  Ijeen  grouj>eil  with  the  general  dis- 
eases, because  in  some  respects  it  presents  important  analogies  with  them. 

CACHEXIA  STBUMIPRIVA-MTXGBDEMA. 

The  thyroid  is  one  of  the  so-called  ductless  glands  which  are  believed 
to  furnish  internal  secretions  essential  to  normal  metabolism  in  the  body. 

Removal  or  destructive  lesions  of  this  gland,  both  in  man  and  the 
lower  animals,*  mav  be  followed  bv  serious  and  fatal  disease  character- 
ized  as  cachexia  strumiprira.  In  man  the  moi-e  common  manifestation 
of  this  disease  is  called  Myxccdcma.  It  occurs  most  frecjuently  in  middle- 
aged  women. 

The  skin  of  the  face  is  apt  to  be  swollen  and  waxy,  giving  a  peculiar 
and  rather  characteristic  appearance  to  the  features.  The  skin  of  the 
body  is  apt  to  be  dry  and  rough,  and  the  hair  may  fall  out.  Perspira- 
tion is,  as  a  rule,  diminished.  The  mental  condition  is  dull,  and  loss  of 
memory  and  insanity  may  occur.  Bodily  movement  and  speech  are  apt 
to  be  impaired.  The  fat  tissues  may  be  atrophic,  and  the  subcutaneous 
tissue  has  been  shown  in  some,  though  not  all,  of  the  cases  to  contain  an 
unusual  amount  of  mucin.  In  some  cases  the  fibres  of  the  upper  layers 
of  the  corium  are  crowded  apart  by  fluid. 

The  most  marked  and  constant  lesion  in  this  disease  is  an  atrophic 
condition  of  the  thyroid  gland.  The  parenchyma  of  the  gland  is  more 
or  less  completely  replaced  by  fibrillar  connective  tissue,  and  by  new- 
formed  reticular  tissue  resembling  the  lymphatic  tissue  of  the  lymph- 
nodes.  The  general  appearance  of  the  atrophied  thyroid  gland  is  shown 
in  Fig.  200. 

In  addition  to  the  lesion  of  the  thyroid  there  art  apt  to  be  chronic 
endarteritis  and  chronic  diffuse  nephritis.  In  some  cases  there  are  an 
accumulation  of  small  spheroidal  cells  about  the  smaller  blood-vessels  in 
various  parts  of  the  body,  and  also  petechial  h:rmorrhagcs. 

If  the  thyroid  be  completely  removed  in  young  animals  there  is  defi- 
cient development  of  the  osseous  system,  while  in  man  the  frequent  asso- 

'  For  an  <»xt<'n.sive  rriti<*al  ami  expc.Timental  study  of  this  sul-joct  see  Cutirnngham, 
"  Ex{HTimeiitaI  Thyroiiiism."  Jour.  Kxp.  Mod.,  vol.  iii..  p.  147.  1K9S.  bibliography.  For  a 
study  of  the  transplantation  cf  the  thyroid  we  Pai/r,  Arch.  f.  khn.  Chirurgie,  \^d.  Ixxx.,  1900. 
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ciation  of  cretinism  with  goitre  or  other  thyroid  lesions  indicates  in 
another  way  the  close  relationship  lietween  the  thyroid  and  cell  metab- 
olism.' The  nature  of  the  substances  composing  the  internal  secretions 
of  the  thyroid  is  little  understood,  but  the  wonderful  therapeutic  effects 
of  the  administration  of  the  extract  of  the  gland  in  cases  of  myxoedema 
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and  in  cretins  make  clear  their  great  importance.  Whether  directly 
toxic  substances  are  formed  in  the  thyroid  or  not,  it  seems  proper  to  con- 
sider the  cachexia  atrumipriva  as  due  directly  or  indirectly  to  auto-intox- 
ication. 

EZOPHTH&t.lCIO  OOITBB.  (Buedow'a  DiaeaM,  Oravai'  DiseaH.) 
The  characteristic  genera!  lesions  ofthis  disease  are  unilateral  or  bilat- 
eral enlargement,  largely  hyperaemic,  of  the  thyroid  gland  and  protrusion 
of  theeyeballs — exophthalmos.  These  lesions  are  apt  tolieassociatedwith 
functional  disturbance  of  the  heart — tachycardia  and  muscular  tremor. 
There  is  reason  to  believe  that  this  condition  may  be  due  to  hypersecre- 
tion of  the  thyroid  gland,  and  that  its  functional  characteristics  may  l»e 
prop3rly  regarded  as  indications  of  an  auto-intoxication. 

Ewins'  has  described  the  following  lesions  occurring  in  early  and  late 
stages  of  Graves'  disea.'te:  Hypera-mia  with  incrca.sed  secretion  of  col- 
loid showing  diminished  staining  reaction  with  eosin;  increased  vas- 
cularity, abundance  of  abnormal  colloid,  and  cellular  hyperplasia; 
varicosities  of  large  ve.ssels  and  diminished  capillary  circulation,  com- 
parative or  complete  absence  of  colloid,  exten.'tive  cellular  hyperplasia, 
occasionally  fibrosis;  atrophy  and  fibrosis,  with  hyidine  changes  in  the 
stroma,  sclerosis  of  vessels,  ha-morrhages,  and  cyst  formation. 
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Ewing  regards  as  specific  to  Graves'  disease,  and  not  occurring  in 
simple  goitre,  the  extensive  cellular  hyperplasia,  with  large  areas  of 
imperfectly  formed  alveoli  lined  by  multiple  rows  of  large  cells  inter- 
spersed with  giant  cells,  and  resulting  in  nearly  complete  loss  of  colloid, 
which  occurs  in  connection  with  the  nervous  symptoms. 

The  alterations  in  the  alveoli  of  the  thyroid  are  marked  chiefly  by 
variations  in  size  and  form.  The  epithelium  grows  into  folded  diver- 
ticulum-like  structures  which  may  become  contracted,  in  places  form- 
ing new  alveoli.^  The  epithelium  may  show  mitoses  and  may  assume 
cylindrical  forms.  In  general  the  lesion  resembles  that  obtained  in  ex- 
perimental compensatory  hypertrophy  of  the  thyroid. 

ADDISON'S  DISEASE. 

This  name  is  applied  to  a  disease  especially  characterized  morpholog- 
ically by  a  pecuHar  pigment a(i(m  of  the  skin  and  by  certain  changes, 
morphological  or  functional,  in  the  adrenals.  The  patients  suffer  from 
cerebral  symptoms,  great  prostration,  syncope,  and  derangements  of 
the  functions  of  the  stomach  and  intestines. 

The  pigmentation  of  the  skin  is  the  symptom  which  has  especially 
attracted  attention.  The  change  in  color  usually  begins  and  becomes 
most  marked  in  those  parts  of  tl  e  skin  which  are  not  covered  by  the 
clothing  or  are  naturally  of  darker  color.  The  rest  of  the  skin  afterward 
changes  color,  but  not  uniformly,  white  patches  being  left.  The  color 
is  at  first  a  light  yellow  or  ])rown;  this  becomes  darker  until  it  is  of  a 
dark  greenish,  grayish,  or  ])lackish-brown.  The  mucous  membrane  of 
the  tongue,  lips,  and  gums  may  be  similarly  pigmented. 

Under  the  name  of  Addison's  disease  different  observers  have  de- 
scribed cases  in  which  the  symptoms  and  bronzed  skin  existed  without 
disease  of  the  adrenals;  cases  in  which  the  bronzed  skin  was  the  onlv 
lesion;  and  cases  in  which  the  adrenals  were  diseased  without  symptoms 
or  bronzed  skin. 

The  Skin. — The  discoloration  of  the  skin  is  due  to  a  deposit  of  yellow- 
ish-brown pigment  in  the  deeper  layers  of  the  epidermis,  especially  in  the 
layer  covering  the  papilla*,  and  less  constantly  in  the  connective  tissue 
of  the  cutis. 

The  Brain. — Pigmentation  of  the  gray  matter,  acute  meningitis, 
chronic  meningitis,  and  distention  of  the  ventricles  with  serum  have  been 
observed. 

The  Sympathetic  Nerves,  especially  those  which  are  in  contact  with 
the  adrenals,  may  show  a  variety  of  changes  apparently  due  to  chronic 
inflammation.  Various  changes  in  the  nerve  cells  of  the  semilunar  gan- 
glia have  been  described. 

There  may  be  fatty  degeneration  of  the  heart  muscles  and  hyperplasia 
of  the  intestinal  lymph-nodules  and  spleen. 

The  Adrenals. — The  most  common  lesion  of  those  bodies  is  a  tubercu- 
lous inflammation,  and  this  or  some  other  lesion  has  been  found  in  nearly 

'  SfM-  MacCallum,  Hull.  Jolin*  Hopkins  IIosp.,  vol.  xvi.,  p.  287,  1905. 
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one-half  of  the  cases.  On  the  other  hand,  it  should  be  remembered  that 
similar  lesions  of  the  adrenals  often  occur  without  other  indications  of 
Addison's  disease.  Tuberculous  adrenals  may  be  large,  hard,  and  nodu- 
lar; less  frequently  of  normal  size  or  smaller  than  normal.  On  section 
they  may  contain  cheesy  masses  surrounded  by  zones  of  gray,  semitrans- 
lucent  tissue.  Later  the  cheesy  masses  may  become  calcified  or  they  may 
soften  and  break  down.  The  grayish  zones  are  composed  of  tubercle 
tissue  or  denser  connective  tissue.^ 

Other  cases  have  been  described  in  which  the  adrenals  were  the  seat 
of  carcinoma  or  of  fatty  or  waxy  degeneration.  But  these  lesions,  espe- 
cially carcinoma  of  the  adrenals,  may  occur  without  the  manifestations 
of  Addison's  disease.  The  adrenals  in  some  cases  appear  normal  or  they 
may  be  atrophied. 

On  the  whole  the  clinical,  morphological,  and  experimental  data  now 
available  seem  to  point  to  lesions  of  both  the  sympathetic  system  and 
the  adrenals  as  of  probable  significance  in  determining  this  disease. 

The  hypothesis  which  is  most  in  favor  at  present  assumes  that  the 
adrenals  furnish  an  internal  secretion  without  which  normal  metabolism 
cannot  be  effected,  and  that  lesions  of  the  adrenals  or  of  the  sympathetic 
ganglia  and  vessels  about  them,  by  altering  or  diminishing  this  secretion, 
may  lead  to  the  functional  and  structural  changes  characterizing  the 
disease.  The  propriety  of  considering  Addison's  disease  as  an  example 
of  auto-intoxication  can  hardly  l>e  decided  in  the  light  of  the  facts  yet  at 
our  command.  It  is  clear,  however,  that  the  adrenals  contain  very  pow- 
erful chemical  substances  which  have  a  marked  effect  upon  certain  tissues 
of  the  bodv.^ 

DIABETES  MELLITUS. 

This  disease  involves  such  defects  in  nutrition  as  lead  to  an  abnormal 
accumulation  of  sugar  in  the  blood  and  its  discharge  by  the  urine  (glyco- 
suria), which  is  increased  in  amount. 

A  great  variety  of  lesions  have  been  found  in  the  body  after  death 
from  dial^etes,  but  few  of  them  aside  from  those  of  the  pancreas  appear 
to  be  of  well-defined  significance  in  this  special  relationship.  The  general 
condition  of  malnutrition  and  debility,  so  often  marked  in  this  disease, 
renders  diabetics  especially  vulnerable  to  slight  injuries  or  infections, 
furunculosis,  carbuncle,  eczema,  etc.;  gangrene  is  liable  to  occur  either 
with  or  without  marked  injury  in  cases  of  diabetes.' 

The  brain  may  appear  to  be  entirely  normal;  it  may  be  congested; 
there  may  be  an  increase  of  serum;  the  convolutions  may  be  shrunken; 
there  may  be  meningitis;  there  may  l>e  dilatations  of  the  blood-vessels, 
small  extravasations  of  blood  around  the  vessels,  enlargement  of  the 

'  For  a  8tu<ly  of  experimental  tuberculosis  of  the  adrenals  and  its  relations  to  Addison's 
disease  see  de  Vtcchi,  Cent.  f.  allg.  Path.,  Ikl.  xii.,  p.  577,  19<)1. 

"  For  a  summarv'  of  observations  on  the  effcjcts  ol  removal  of  suprarenal  body  and 
the  nature  of  its  "active  principle,"  consult  Abel,  "  Vaughan  Anniversary  Contributions 
to  Metlioal  Rescnrcli,"  1903.  p.  139,   bibl. 

*  For  bibliographv  of  diabetic  gangrene  consult  Davis,  Jour.  Amer.  Med.  Assn.,  July  16th, 
1898. 
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perivascular  spaces,  and  alterations  in  the  perivascular  sheaths  and  nerve 
tissue  bounding  the  cavities;  there  may  be  tumors  at  the  base  of  the 
brain. 

The  spinal  cord  may  present  dilatation  of  the  blood-vessels;  dilata- 
tion of  the  central  canal;  changes  in  the  gray  matter  of  the  anterior 
cornua.  Marks  of  multiple  neuritis  and  lesions  of  the  sympathetic 
ganglia  may  be  present.  The  Lungs. — There  may  be  the  lesions  of 
pleurisy,  bronchitis,  broncho-pneumonia,  lobar  pneumonia,  gangrene, 
tuberculosis.  The  heart  may  be  small  or  hypertrophied;  there  may  be 
chronic  endocarditis.  The  Stomach  and  Intestines. — The  stomach  may 
be  dilated,  its  walls  may  be  thickened,  there  may  be  haemorrhagic  ero- 
sions of  the  mucous  membrane.  In  the  intestines  there  may  be  tuber- 
culous ulcers  or  enteritis.  The  liver  may  be  cirrhotic  or  fatty,  or  glyco- 
genic infiltration  may  occur.  The  kidneys  may  be  enlarged;  they  may 
be  the  seat  of  albuminous  degeneration  or  diffuse  nephritis;  there  may 
be  glycogenic  infiltration  of  the  epithelium  of  Henle's  loops.  The  Blood. 
— In  a  few  cases  fat  has  been  found  in  the  blood,  and  fat  emboli  in  the 
vessels  of  the  lungs. 

The  Pancreas. — In  a  considerable  proportion  of  cases  the  examination 
of  the  pancreas  reveals  some  lesion,  usually  atrophy  of  the  parenchyma, 
often  with"  increase  of  the  interstitial  tissue.  Hyaline  degeneration  and 
interstitial  inflammation  involving  the  islands  of  Langerhans  are  appar- 
ently of  much  significance.^  Fatty  degeneration,  tumors,  and  cysts  have 
been  found.  Extirpation  of  the  pancreas  in  man  or  dogs  may  lead  to 
diabetes.  While  diabetes  mav  occur  without  demonstrable  lesions  of  the 
pancreas,  it  is  fair  to  assume  that  functional  lesions  of  grave  importance 
may  nevertheless  be  present. 

Diabetes  meUitus  may  l)e  associated  with  haemachromatosis  and  cir- 
rhosis of  the  liver — so-called  *'  bronzed  diabetes."^ 

Under  the  influence  of  the  doctrine  of  internal  secretions  it  is  now 
commonly  assumed  that  the  pancreas,  in  addition  to  its  intestinal  secre- 
tion, furnishes  other  substances  to  the  bodv  which  are  essential  in  the 
metabolic  changes  to  which  the  carbohydrates  and  proteids  must  be  sub- 
jected in  securing  normal  nutrition.  Interference  with  this  internal 
secretion  of  the  pancreas  is  thus  assumed  to  be  accountable  for  the 
faultv  metabolism.' 

GOUT. 

The  characteristic  lesion  of  gout  is  the  presence  of  an  abnormal 
amount  of  uric  acid  in  the  blood  and  the  deposit  of  urate  of  sodium  in 
the  articular  cartilages,  the  ligaments  of  the  joints,  the  ears,  and  the 
eyelids.     Inflammatory  changes  may  be  associated  with  the  deposits 

*  VoT  the  relationship  of  diabetes  to  lesions  of  the  pancreas,  and  particularly  to  lesioBa 
of  the  islands  of  Langerhans.  see.  Opie,  "Disease  of  the  Pancreas,"  19()3. 

•  See  Opie,  loc.  cit..  p.  54. 

'  Other  forms  of  glycosuria  are  known  which  are  to  be  otherwise  accounted  for.  They 
may  be  associated  with  lesions  of  the  nervous  system  or  induced  by  the  action  of  certain 
poisons,  phloridzin-diabetes  for  example,  or  may  occur  under  other  conditions. 
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in  the  joints.  There  appears  to  be  a  hereditary  predisposition  to  the 
disease. 

The  most  frequent  situation  of  the  gouty  deposit  is  the  metatarso- 
phalangeal joint  of  the  great  toe.  The  cartilage  may  be  infiltrated  or 
encrusted  with  the  deposit.  These  masses  of  urates,  often  called  "  chalk- 
stones"  or  '■  tophi,"  may  appear  upon  the  surface  by  the  ulceration  of 
the  skin  (Fig.  2(il). 

A  verj'  important  feature  of  gout  is  that  patients  with  the  gouty  dia- 
thesis are  especially  liable  to  derangements  of  digestion  and  to  certain 


u]  derating. 


chronic  inflammations,  such  as  chronic  inflammation  of  the  arteries,  the 
bronchi,  and  the  kidneys.  Cardiac  hypertrophy  may  be  associated  with 
the  arterio-sclerosis.  The  interstitial  tissue,  especially  in  the  pyramids 
of  the  kidney,  may  be  infiltrated  with  the  urates. 

It  is  not  yet  clear  whether  the  accumulations  of  uric  acid  in  the  body 
in  gout  are  due  to  faulty  elimination  or  to  local  alterations  which  favor  its 
deposition.  Nor  i.s  the  relationship  plain  of  local  inflammatory  proc- 
esses to  the  gouty  deposits. 

STTNSTB.OEE.    (InBolation ;    Heat  Bxhauttlcn.) 
Persons  exposed  while  at  work  or  when  exhausted  to  the  sun  or  to 
high  temperatures  are  liable,  especially  if  of  intemperate  habits,  to  sud- 
den prostiation,  often  associated  with  cardiac  failure,  asphyxia,  convul- 
sions, and  coma.     Death  in  many  cases  soon  ensues. 
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After  death,  decomposition  sets  in  early  and  progresses  rapidly.  The 
blood  usually  remains  fluid. 

The  brain  and  its  membranes  are  in  some  cases  congested,  in  others 
not.  There  may  be  an  increased  amount  of  serum  beneath  the  pia  mater, 
or  small  and  thin  extravasations  of  blood  beneath  the  pia  mater  and  be- 
tween the  pia  and  dura  mater.  Chromatolysis  of  the  ganglion  cells  has 
been  described  by  Van  Gieson  *  and  others.  The  thoracic  and  abdomi- 
nal viscera  may  be  congested;  albuminous  degeneration  may  be  evident 
in  the  liver  and  kidnevs. 

In  the  cases  in  which  cerebral  symptoms  are  protracted  for  a  number 
of  days  the  lesions  of  meningitis  have  been  found  after  death. 

According  to  Cramer,*  persons  surviving  for  some  time  the  first  severe 
effects  of  the  heat  may  suffer  important  alterations  in  certain  nerve  fibres 
of  the  brain. 

SCORBUTUS.    (Scurvy.) 

This  disease  appears  to  result  from  imperfect  nutrition  under  condi- 
tions which  cannot  be  considered  in  detail  here,  but  which  is  u&uallv  at- 
tributed  to  insufficient  or  inappropriate  diet.  The  lesions  are  variable, 
the  most  common  l)eing  anaemia;  extravasation  of  blood  in  the  skin, 
subcutaneous  tissue,  and  muscles;  swelling  and  ulceration  and  bleeding 
of  the  gums.  Small  and  sometimes  extensive  haemorrhages  are  apt  to 
occur  in  the  mucous  membranes  and  on  serous  surfaces.  Small  ulcers 
may  form  in  the  mucous  membranes.  Fatty  degeneration  of  the  heart, 
liver,  and  kidneys  is  not  uncommon.  The  spleen  may  be  large  and  soft. 
No  constant  characteristic  changes  have  been  discovered,  either  in  the 
blood-vessels  or  the  blood,  which  would  satisfactorily  account  for  the 
extravasations  and  other  lesions. 

The  body  is  apt  to  decompose  early.  The  skin  may  be  mottled  \\ith 
small  and  large  purple,  blue,  l)rown,  or  blacki3h  spots  produced  by 
degenerative  changes  in  the  extravasated  blood  in  the  cutis.  Sometimes 
ulcei-s  are  produced  by  the  perforation  of  effused  blood  on  to  the  surface. 
The  joints  may  be  inflamed,  may  contain  serum  or  blood.  Rarely  the 
haemorrhages  are  followed  by  destruction  of  the  cartilages  and  ends  of 
the  bones.  Very  rarely  there  is  haemorrhage  between  the  periosteum 
and  bone,  and  in  the  bone  itself,  producing  softening  and  destruction  of 
the  bone,  and  separation  of  the  epiphyses.  The  sternal  ends  of  the  ribs 
are  the  most  frequent  seat  of  this  change.  Albuminous  degeneration  of 
the  heart,  liver,  or  kidneys,  and  enlargement  of  the  spleen,  are  common. 

Infantile  Scorbutus. — Infants  (under  two  years)  may  develop  similar 
anaemia  and  tendency  to  haemorrhages.  The  most  common  location  of 
the  haemorrhages  is  beneath  the  periosteum  of  the  bones  of  the  lower 
extremities,  especially  of  the  femora,  with  separation  of  the  lower  epiphy- 
ses. There  may  be  haemorrhages  in  the  skin  and  subcutaneous  tissues, 
the  eyelids,  and  orbit,  and  in  the  internal  organs.     HuMnorrhagic  inflam- 

»  Van  Gieson,  "Toxic  Hasis  of  Neural  DLseascs."  N.  Y.  State  Hospitals  Bulletin,  vol.  i., 
p.  407.  lS9r>:    also  Lnrnlyrrt,  Medical  News.  .lulv  24th,  1807. 

^  Cramer,  C'entralblatt  fur  allg.  Path.,  etc.,  Bel.  i.,  p.  185,  1890. 
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mat  ion  and  ulceration  of  the  gums  are  usually  limited  to  infants  having 
teeth  and  to  portions  of  the  jaw  in  which  teeth  are  apparent  or  just 
about  to  come  into  view.* 

That  some  forms  or  phases  of  scorbutus  are  of  infectious  nature  is 
not  improbable,  but  definite  data  in  this  direction  are  wanting. 

ACBOMEGAXIA. 

This  rare  disease  is  especially  marked  by  an  overgrowth  of  the  ter- 
minal portions  of  the  extremities,  and  of  the  bones  of  the  face.^  But 
there  may  be  a  general  involvement  of  the  skeleton.  This  excessive 
growth  is  in  the  diameter  rather  than  in  the  length  of  the  bones,  and  is 
accompanied  by  local  exostoses.  Equally  important  and  common  is  a 
general  hyperplasia  of  the  connective  tissue  of  the  body.  Various  lesions 
of  the  thyroid  have  been  described,  but  they  are  not  constant.  The 
thymus  may  be  persistent;  there  may  be  fibrous-tissue  formation  in  the 
walls  of  the  vessels  and  in  the  sympathetic  ganglia.  The  skin  is  often 
pigmented. 

Many  visceral  lesions  have  been  described.  The  most  constant  le- 
sion which  appears  to  bear  upon  the  etiology  of  acromegalia  is  that  of 
the  hypophysis.  This  in  many  cases  has  been  found  to  be  the  seat 
of  lesions,  most  frequently  a  hyperplasia  or  adenomatous  growth  in  the 
prehypophysis.  While  sarcoma  of  the  hypophysis  has  been  described  in 
acromegaly,  it  seems  not  unlikely  that  hyperplasia  has,  in  most  cases 
at  least,  been  mistaken  for  this  tumor.  The  hypophysis  has  been  com- 
pletely destroyed,  experimentally  and  otherwise,  without  the  occurrence 
of  characteristic  general  lesions  of  the  disease.'  It  is  believed  that  the 
hyperplastic  hypophysis  is  in  some  way  concerned  in  inducing  the  nutri- 
tional abnormalities  leading  to  the  general  overgrowth  of  connective 
tissue  and  bone.* 

PTJBPUBA.     (Purpura  HsBmorrhagica.) 

This  name  is  applied  to  a  variety  of  conditions  in  which  extravasa- 
tions of  blood  are  present  in  the  skin  or  the  mucous  and  serous  mem- 
branes. 

Haemorrhages,  particularly  from  the  mucous  membranes,  may  be 

*  For  a  study  of  scorbutus  in  infants,  "Barlow's  Disease/'  which  was  first  recognized 
in  the  United  States  by  Northrup,  consult  Norihrup  and  Crandall,  N.  Y.  Med.  Jour.,  May 
26th,  1894. 

See  also  The  American  Pediatric  Society's  "Collective  Investigation  on  Infantile  Scurvy 
in  North  America,"  Trans.  Amer.  Ped.  Soc.,  vol.  x.,  1898,  p.  5. 

For  a  study  of  histological  changes  consult  Jacobsthal,  Ziegler's  Beitr.  z.  path.  Anat., 
Bd.  xxvii.,  p.  173,  1900. 

'  Several  cases  have  been  described  in  which  there  was  enlargement  of  the  hands  and 
feet  an<i  lower  ends  of  the  long  bones,  without  involvement  of  the  bones  of  the  face.  While 
this  condition  may  follow  syphilitic  infection,  its  frequent  association  with  pulmonary 
lesions  lias  led  to  the  designation  hypertrophic  pulmonary  arthropathy.  See  study  and  bibl. 
by  Th.  Janeway,  Am.  Jour.  Med.  Sci.,  vol.  cxxvi.,  1903,  p.  563. 

'  See  Friedeniann  and  Maas,  Berl.  klin.  Wochenschr.,  December  24th,  1900. 

*  For  an  excellent  resume  of  acromegalia,  with  cases  and  bibl.,  see  Brooks,  Archives 
of  Neurology  and  Psychopathology,  vol.  i.,  p.  485,  1898;  see  also  Lewis,  Bull.  Johns  Hop. 
Hosp.,  vol.  xvi.,  157,  1905. 
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severe  and  even  fatal.     This  condition  is  often  called  purpura  hEcmor- 
rhagica. 

The  ccchymoses  characteristic  of  purpura  may  occur  as  a  result  of 
poisoning  with  certain  drugs,  and  with  snake  venom;  in  various  cachectic 
conditions;  in  diseases  of  the  nervous  sj'stem;  in  rheumatism;  in  gastro- 
intestinal disorders,  especially  of  children.  The  local  ecchymoses  in 
pyiemia  are  sometimes  classed  as  a  form  of  purpura;  and  in  these,  bac- 
teria, especially  the  pyogenic  forms,  may  be  demonstrable.' 

LYMPHATIC  COHSTITtTTIOH.    (Constitutio  Lymphfttica;  Btatiu 
LymphnticuB. ) 

Attention  has  been  recently  called  to  a  series  of  cases,  especially  in 
the  young  and  in  connection  with  sudden  death,  in  which  there  was  gen- 
eral hyperplasia  of  the  lymph-nodes,  spleen,  and  thymus,  with  hypo- 
plasia of  the  heart  and  aorta.  This  condition  often  accompanies 
rickets. 

Many  instances  of  sudden  death  during  auEesthesia  or  slight  opera- 
tions, or  following  slight  traumatic  injuries,  have  been  found  to  accom- 
pany the  status  lymphaticus. 

Hypoplasia  of  the  heart  and  aorta  is  apparently  a  congenital  defect, 
and  while  not  limited  to  well-defineii  ca-ses  of  lymphatic  constitution. 


appears  in  this  connection,  and  when  occurring  alone,  to  mark  a  note- 
worthy lack  of  resi-stance  on  the  part  of  the  organism  to  various  forms  of 
injury,  infection,  etc 

'  lor  a  more  'l.-tailpil  roiisideralion,  in  (lie  liiclil  of  rercnt  studicB,  of  cast*  aUea  KroU|>ed 
under  tlip  rionii- '" HiriimrrlinBic  lurcclioiis."  cmisiilt  Hnnl,  Lubamili  and  OaterlsB'f  '"Ergi-b- 
Dissp  der  Hllg.  Aeticilugic,"  Jalirg.  i.,  Ab,  I,  p.  T03,  bibl. 
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Lymph-Nodes  and  -Nodules. — The  pharyngeal,  thoracic,  and  abdom- 
inal lymph-nodes  are  most  frequently  involved  in  hyperplasia,  the  new 
cells  often  infiltrating  the  surrounding  tissue.  There  may  l)e  hyper- 
plasia of  the  tonsils,  of  the  cervical,  mediastinal,  axillary,  and  abdom- 
inal lymph-nodes,  as  well  as  of  the  lymphatic  tissue  of  the  gastro-intes- 
tinal  canal  (Fig.  262). 

The  thymus  may  be  congested  and  large  and  soft  from  hyperplasia. 
It  sometimes  evidently  exerts  such  pressure  on  the  adjacent  bronchi  and 
large  vessels  as  to  lead  to  death. 

The  spleen  may  be  moderately  enlarged  from  hyperplasia,  especially 
of  the  lymphoid  tissue  of  the  Malpighian  bodies,  and  it  may  be  con- 
gested.* 

FEVEB.    (Pyrexia.) 

The  heat  of  the  body  is  derived  from  tissue  metabolism.  The  heart, 
the  muscles,  the  liver,  and  other  abdominal  organs  are  the  great  sources 
of  heat  production.  The  temperature  of  the  body  under  normal  con- 
ditions is  maintained  within  narrow  limits  by  the  heat-regulating  mech- 
anism which  preserves  the  balance  between  heat  production  and  heat 
loss  effected  largely  through  the  skin  and  respiratory  surfaces. 

Fever  may  be  defined  as  a  general  disturbance  of  metabolism  usually 
due  to  infection  or  various  forms  of  intoxication  which  leads  to  a  rise  of 
the  temperature  within  the  body. 

The  rise  of  temperature  in  fever  depends  primarily  upon  an  increase 
in  the  metabolic  combustion.  Oxygen  is  used  in  larger  amount  than  is 
usual,  while  the  combustion  products,  carbonic  acid,  and  the  nitrogenous 
substances,  urea,  uric  acid,  etc.,  are  excreted  in  greater  abundance.  This 
increased  combustion  is  usually  associated  with  disturbances  of  diges- 
tion and  assimilation  of  food,  so  that  the  abnormal  heat  production  is 
effected  largely  at  the  expense  of  the  body  proteids  of  the  various  tissues 
and  organs  concerned  in  metabolism. 

But  with  the  increased  heat  production  there  usually  occur,  in  the 
earlier  periods  of  fever,  such  disturbances  in  the  vasomotor  control  of 
the  cutaneous  blood-vessels  as  lead  to  their  contraction.  Thus,  heat 
elimination  is  retarded.  In  later  periods  the  vessels  of  the  skin  may 
dilate  so  that,  in  spite  of  its  persistent  dryness  and  lack  of  the  cooling 
effect  of  sweat  evaporation,  there  is  an  excessive  loss  of  heat  from  this 
source.  This  is  not  sufficient,  however,  to  balance  the  excessive  heat 
production.  We  need  not  consider  here  the  various  subjective  and  objec- 
tive phenomena  characteristic  of  the  febrile  condition.  The  height  of 
temperature  varies  in  fever,  seldom  exceeding  42°  C.  (107.6°  F.),  and  is 
usually  much  less  than  this. 

In  the  great  majority  of  cases  fever  is  due  to  the  presence  in  the  body 
of  deleterious  substances,  either  introduced  from  without,  or,  more  com- 

'  For  a  study  of  the  lymphatic  conBtitution  and  its  relationship  to  sudden  death  see 
Eming,  N.  Y.  Med.  Jour.,  July  10th,  1897,  bibl.;  see  also  for  a  study  of  the  lymph-nodes, 
etc.,  in  this  condition  Battel  and  Stein^  Arcli.  i.  Anat.  u.  Physiol.,  anat.  Abth.,  Jahrg.  1906, 
p.  231,  bibl. 
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monly,  produced  within  the  body.  These  are  most  often  formed  in 
infections,  and  arise  either  from  the  growth  in  the  tissues  of  pathogenic 
micro-organisms  or  from  the  disintegration  of  their  bodies;  that  is,  they 
are  toxins  or  endotoxins.  But  there  is  abundant  evidence  that  fever  is 
not  infrequently  due  to  perverted  metabolism  of  the  tissue  cells,  leading 
to  the  formation  of  toxic  substances.  Such  self-engendered  substances 
are  called  autotoxins.  The  pyrexia  of  sunstroke  is  believed  to  be  an 
example  of  this  phase  of  auto-intoxication. 

Similarily  it  is  known  that  certain  drugs — cocain,  phosphorus,  various 
bacterial  toxins,  and  organic  substances — proteids,  ferments,  etc. — intro- 
duced from  without  may  induce  fever. 

Exactly  how  these  various  substances  act  in  the  incitement  of  fever 
is  unknown.  But  one  assumes  that  the  cell  metabolism  is  disturbed 
by  the  poison,  while  the  heat-regulating  mechanism  is  so  modified  that 
the  normal  balance  is  overthrown.  That  the  nervous  system  may  play 
an  important  rdle  in  these  disturbances  is  indicated  by  the  fact  that  more 
or  less  persistent  elevations  of  temperature  may  follow  puncture  or  haem- 
orrhage in  the  corpus  striatum  or  lesions  of  the  bulb  or  certain  other- 
affections  of  the  nervous  system.* 

*  For  a  study  of  fever  and  allied  conditions  see  Chanitmeaae  and  PodwystoUky,  "  Let 
Processes  G^n^^raux,"  1901 ;  see  also  Krehl,  "  Clinical  Pathology,"  Tran.  by  Hewlett. 


CHAPTER  XIV. 

THE  LESIONS  IN  CERTAIN   FORMS  OF  DEATH  FROM 

VIOLENCE :  SUDDEN  DEATH. 

The  Lesions  in  Certain  Forms  of  Death  from  Violence. 

SUFFOCATION  -  ASPHYXIA. 

By  suffocation  is  meant  that  condition  in  which,  without  direct  press- 
ure on  the  hirynx  or  trachea,  air  is  prevented  from  penetrating  into  the 
lungs.  The  interruption  of  the  function  of  respiration  which  is  thus 
brought  about  induces  the  condition  known  as  asphyxia.  In  this  way 
many  deaths  from  drowning  and  strangulation  take  phice. 

The  ways  in  which  the  supply  of  air  may  be  cut  off  from  the  lungs 
are  various.  The  mouth  and  nose  may  be  closed  by  the  hand,  by  plas- 
ters and  cloths,  by  wrapping  up  the  head  in  cloths,  by  covering  the  face 
with  earth,  hay,  grain,  etc.  Foreign  bodies  may  be  introduced  into  the 
mouth,  pharynx,  and  larynx.  Blood  may  pass  into  the  trachea  from  an 
aneurism  or  from  a  wound.  The  glottis  may  be  closed  by  inflammatory 
swelling.     Vomited  material  may  lodge  in  the  larynx. 

On  the  other  hand,  injury  or  disease  of  the  medulla  oblongata,  or 
paralysis  or  spasm  of  the  muscles  of  respiration  from  drugs,  tumors 
pressing  upon  the  air  passages,  or  diseases  of  the  lungs  themselves,  or 
irrespirable  gases  which  exclude  oxygen  from  the  lungs,  may  induce 
asphyxia. 

External  Inspection. — The  body  shouicl  be  examined  for  marks  of  violence, 
the  cavities  of  the  mouth  and  nose  for  foreign  substances. 

The  face  may  be  livid  and  swollen  or  present  a  natural  appearance.  The  conjunc- 
tiva may  be  congested  and  ecchymotic.  There  may  be  small  ecchymoses  on  the  face, 
neck,  and  chest.  The  mouth  often  contains  frothy  blood  and  mucus.  The  tongue 
may  be  protruded. 

Internal  Examination. — The  Brain  and  its  membranes  may  be  congested,  or 
ansemic  and  oedematous,  or  unchanged.  The  Blood  throughout  the  body  is  usually 
dark-colored  and  fluid. 

The  Larynx  may  contain  foreign  bodies  which  have  induced  the  suffocation.  The 
mucous  membrane  of  the  larynx,  trachea,  and  bronchi  may  be  congested  and  some- 
times ecchymotic:  these  passages  contain  frothy  blood  and  mucus.  The  Lungs  are 
usually  congested  and  cedematous,  but  sometimes  do  not  differ  from  their  ordinary 
appearance.  There  may  be  small  patches  of  emphysema  near  the  surface  of  the  lungs. 
Sometimes,  especially  in  infants,  small  ecchymoses  are  found  in  the  costal  and  pul- 
monary pleura. 

The  Heart  usually  presents  its  right  cavities  full  of  blood,  its  left  cavities  empty; 
but  to  this  there  are  frequent  exceptions. 

The  Abdominal  Viscera  are  usually  congested. 
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DEATH  FBOM  STBANGUIiATION-.HANGING. 

Strangulation  is  effected  by  the  weight  of  the  body  in  hanging,  by 
pressure  on  the  neck  with  the  hands  or  by  some  other  object,  or  by  con- 
striction of  the  neck  with  a  cord  or  ligature  of  some  kind.  Death  usually 
occurs  by  asphyxia,  or  by  asphyxia  combined  with  the  effect  of  the  cut- 
ting-off  of  the  blood  supply  to  the  brain  by  pressure  on  the  large  vessels 
of  the  neck.  In  some  cases  of  hanging,  death  ensues  as  a  result  of  fract- 
ure or  dislocation  of  the  cervical  vertebrae. 

External  Inspection. — The  face  may  be  livid  and  swollen,  the  eyes  prominent, 
the  lips  swollen,  and  the  tongue  protruded.  These  appearances  are,  however,  often 
absent.  Erection  of  the  penis,  ejaculation  of  semen,  and  evacuation  of  faeces  and 
urine  are  frequently  observed. 

In  many  cases  marks  are  left  upon  the  neck  by  the  objects  which  have  directly 
produced  the  strangulation.  In  cases  of  hanging,  the  mark  about  the  neck  varies  con- 
siderably in  position,  direction,  and  general  characters,  def>ending  upon  the  kind  of 
ligature  employed,  the  time  of  suspension,  period  after  death  at  which  the  observation 
is  made.  etc.  The  most  common  mark  left  by  a  cord  about  the  neck  is  a  dry,  dense, 
brownish  furrow,  whose  breadth  corresponds  but  in  a  very  general  way  vriih  the  diam- 
eter of  the  cord.  In  some  cases,  according  to  Tidy  and  others,  there  may  be  no  mark 
at  all  if  the  hanging  be  quickly  accomplished  with  a  soft  ligature  and  the  body  cut 
down  immediately  after  death.  There  may  be  abrasions  and  ecchymoses  of  the  skin 
at  the  seat  of  ligature. 

In  cases  of  strangluation  by  the  fingers  the  mark  on  the  neck  may  correspond  in  a 
general  way  to  the  shape  of  the  fingers. 

The  application  of  the  same  forces  immediately  after  death  may  produce  the  same 
marks  as  when  death  is  induced  by  them. 

Internal  Examination. — The  Brain  and  its  membranes  may  be  congested,  or 
there  may  be  extravasation  of  blood,  or  there  may  be  no  abnormal  appearances. 

The  Xerk. — In  some  cases  there  is  effusion  of  blood  beneath  the  ligatur(^  rupture 
of  the  cervical  muscles,  fracture  of  the  os  hyoides  and  cartilages  of  the  larynx,  fracture 
and  dislocation  of  the  cervical  vertebne,  nipture  of  the  internal  vertebral  ligaments 
and  of  the  inner  and  middle  coats  of  the  carotid  arteries.  Similar  changes  may  be 
produced  in  the' dead  body  by  the  use  of  great  violence. 

If  death  occur  from  asphyxia,  the  internal  lesions  are  similar  to  those  described 
above.  In  some  cases — for  example,  where  death  has  occurred  from  fright  or  shock — 
the  results  of  post-mortem  examination  are  entirely  negative. 

DEATH  FBOM  DROWNING. 

In  examining  the  bodies  of  persons  who  are  supposed  to  have  been 
drowned,  it  is  necessary  to  bear  in  mind  a  number  of  questions  which 
may  arise:  Whether  the  person  came  into  the  water  alive  or  dead? 
How  long  a  time  has  elapsed  since  death?  Whether  the  person  com- 
mitted suicide,  or  was  drowned  by  accident,  or  was  murdered?  These 
questions  are  to  be  solved  sometimes  certainly,  sometimes  with  prob- 
ability, sometimes  not  at  all,  by  the  post-mortem  examination.  Per- 
sons dying  in  the  water,  to  which  condition  the  term  drowning  is  com- 
monly applied,  may  die  from  asphyxia,  from  exhaustion,  from  fright 
or  syncope,  from  disease  of  the  heart,  apoplexy,  injuries,  etc.  While 
in  the  majority  of  cases  asphyxia  is  a  predominant  or  important  factor 
in  death  by  drowning,  the  conditions  under  which  death  occurs  are  so 
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apt  to  be  complex  that  in  the  minority  of  cases  only  are  the  lesions  of 
pure  asphyxia  found  after  death,  while  in  most  cases  the  bodies  present 
the  more  or  less  well-marked  lesions  of  asphyxia  together  with  those 
indicative  of  complicating  conditions.  There  are  no  post-mortem  con- 
ditions which  alone  are  absolutely  characteristic  of  drowning,  and  it  is 
only  by  considering  all  the  facts  elicited  by  the  autopsy  together  that 
any  just  conclusion  can  be  arrived  at.  It  should  always  be  borne 
in  mind,  moreover,  that  even  the  most  characteristic  of  the  evidences 
of  drowning  are  apt  to  be  modified  or  to  disappear  as  decomposition 
goes  on. 

External  Inspection. — Post-mortem  rigidity  usually  sets  in  early,  sometimes 
immediately  after  death.  Decomposition  progresses,  especially  in  summer,  ^-ith  im- 
usual  rapidity  in  bodies  which  have  been  removed  from  the  water.  Frequently,  but 
by  no  means  constantly,  the  peculiar  roughening  of  the  skin,  known  as  goose-skin 
(cutis  anserina),  is  fountl,  but  this  may  occur  after  death  from  other  causes.  A  light, 
lathery  froth,  either  white  or  blood-stained,  is  frequently  seen  about  the  mouth  and 
nostrils  within  twelve  to  twenty-four  hours  after  removal  of  the  body  from  the  water, 
but  it  may  be  absent,  and  may  be  seen  after  death  from  other  causes.  After  the  body 
has  lain  for  several  hours  in  the  water  (twelve  to  twenty-four)  the  thick  skin  of  the  palms 
of  the  hands  and  soles  of  the  feet  may  become  macerated  and  thrown  into  coarse 
wrinkles,  just  as  it  may  after  prolonged  soaking  during  life,  or  in  a  dead  body  thrown 
into  the  water.  The  penis  and  nipples  may  be  retracted,  and  the  scrotum  shrunken, 
but  this  is  not  constant  nor  characteristic. 

If  the  person  has  struggled  in  the  water  and  clutched  at  objects  within  his  reach, 
there  may  be  evidences  of  this  in  excoriation  of  the  fingers  or  in  the  presence  of  sand, 
weeds,  etc.,  under  the  nails  or  grasped  in  the  hands. 

External  marks  of  injury,  bruises,  etc.,  should  be  sought  for,  since  persons  in  dying, 
or  on  being  thrown  into  the  water  with  homicidal  intent,  may  have  died  from  the 
violence,  and  not,  strictly  speaking,  from  drowning.  It  should  also  be  borne  in  mind  in 
such  complex  cases  that  injuries,  not  in  themselves  fatal,  may,  when  the  body  is  in 
the  water,  prove  so  on  account  of  the  inability  of  the  person  to  rescue  himself  or  gain 
time  for  recovery  from  the  injury,  and  that  then  the  struggle  for  breath  may  be  but 
slight,  and  the  more  prominent  signs  of  drowning  but  little  marked. 

Internal  Examination. — The  Brain. — Congestion  of  the  brain  and  its  mem- 
branes is  found  only  in  a  small  proportion  of  cases. 

The  blood,  when  death  occurs  from  asphyxia,  is  usually  fluid  throughout  the  body 
and  of  a  dark  color,  as  in  asphyxia  from  other  causes. 

The  Air  Passages. — In  persons  who  die  from  asphyxia  the  mucous  membrane  of 
the  larynx,  trachea,  and  bronchi  is  usually  congested,  and  the  air  passages  contain  a 
variable  quantity  of  blooily  or  mucous  froth.  In  persons  dying  in  the  water  from 
other  causes  than  asphyxia,  these  appearances  are  absent.  Foreign  substances  from 
the  water,  such  as  sand,  weeds,  etc.,  or  materials  regurgitated  from  the  stomach,  may 
find  their  way  into  the  air  passages  during  the  act  of  drowning  or  as  a  post-mortem 
occurrence.  Thus,  in  bodies  washed  about  the  bottom,  sand  or  mud  may  get  into  the 
air  passages  for  a  certain  distance,  from  the  mechanical  action  of  tlie  water. 

The  'lungs  in  typical  cases  are  distended  so  that  they  fill  the  thorax  and  cover 
the  heart.  The  increased  size  is  due  partly  to  congestion,  partly  to  the  presence  of  the 
fluid  in  which  the  person  was  drowned,  wliich  is  often  inspired  during  the  act  of  drovm- 
ing,  and  partly  to  the  distention  of  the  air  vesicles  \*ith  air.  In  cases  q^  drowning  in 
which  there  is  a  struggle  and  water  is  breathed  in,  the  lungs  may  contain  considerable 
fluid;  but,  as  a  res.ilt  of  decomposition,  this  may  find  its  way  in  greater  or  less  quantity 
into  the  pleural  cavities  by  transudation,  leaving  the  lungs  comparatively  empty. 
It  should  be  remembered,  however,  that  a  considerable  quantity  of  reddish  fluid  may 
collect  in  the  pleural  cavities  under  other  conditions  than  drowning,  through  a  post- 
mortem change,  by  transudation  from  the  !)lood- vessels  and  other  adjacent  tissue. 

The  Heart. — In  those  who  die  from  asphyxia  the  ri^ht  cavities  are  usually  filled 
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with  fluid  blood,  while  the  left  cavities  ore  empty.  But  irheti  death  is  due  to  com- 
plex causes  this  may  not  be  the  case. 

The  Abdominal  Viaeera  may  be  congested  in  persons  who  die  from  asphyxia. 

The  Slomach. — The  fluid  in  which  the  person  was  drowned,  sometlmeB  mixed 
with  sand,  weeds,  etc.,  may  be  swallowed  during  the  act  of  drowtUDg.  Sand  may  wash 
for  a  short  dlstaDCe  iuto  the  tesophagus  after  death,  in  bodies  washing  about  the  bottom. 

In  persons  dying  in  the  water  from  syncope,  shock,  etc ,  we  may  find  no  lesians. 


Fio.  26.1. — Suffocation-  t-aou  the  Lodgment  or  a  LAaar.  Pieck  of  Me,*t  is  THE  LaBTNX 
Tills  IndivUlual  died  within  a  few  BeconiLi  niter  boltiug  tliis  moss  of  meat. 

When  the  death  is  partly  due  to  asphyxia  and  partly  lo  other  causes,  the  lesions  may 
vary  in  numerous  ways,  which  need  not  be  described  hero. 

In  important  cases  of  doubtful  drowning  it  is  desirable  carefully  to  collect  and 
save  some  of  the  fluid  from  the  tiinRs  anil  stomach  for  micro-chemical  c.vamination, 
since  (he  identification  of  these  fluids  with  (hose  in  which  the  [wrson  was  prcsuniahlj' 
drowned  wiU  often  give  certainty  to  an  otherwise  doubtful  case. 
27 
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For  the  detailed  consideration  of  the  anatomical  diagnosis  of  drowning,  the  changes 
which  bodies  dead  from  drowning  undergo  from  decomposition,  and  the  factors  bearing 
on  the  question  of  suicide,  homicide,  etc.,  we  refer  to  works  on  medical  jurisprudence. 

Sudden  Death. 

Some  forms  of  sudden  death  from  violence  have  been  already  consid- 
ered. Aside  from  these,  by  sudden  death,  in  the  ordinary  sense,  is  usu- 
ally meant  ''the  rapid  and  unforeseen  termination  of  a  latent  acute  or 
chronic  disease.''  We  shall  not  consider  here  sudden  death  either  from 
violence  or  poisoning  or  in  well-defined  and  evident  acute  or  chronic 
diseases:  it  will  be  practicable  only  to  enumerate  some  of  the  more  com- 
mon conditions  under  which  sudden  death  may  occur — and  first  in  the 
adult. 

Circulatory  System. — Heart — fatty  degeneration,  chronic  myocardi- 
tis, abscess  of  the  myocardium,  rupture,  lesions  of  the  coronary  arteries, 
endocarditis,  and  pericarditis.  Blood-vessels— arterio-sclerosis,  aneu- 
risms— especially  intracranical,  intrapericardial,  abdominal,  and  pulmo- 
nary; rupture  of  the  aorta,  congenital  narrowness  of  the  aorta,  throm- 
bosis and  embolism  of  the  pulmonary  or  cerebral  arteries. 

Brain — haemorrhage,  meningitis,  abscesses,  and  tumors.  Very  slight 
injuries  of  various  parts  of  the  body  have  been  followed  by  sudden 
death,  probably  through  inhibition..  Syncope  or  shock  may  terminate 
in  death. 

Respiratory  System. — Foreign  bodies  lodging  at  the  entrance  to  the 
larynx  are  not  infrequently  followed  by  immediate  death  without  evi- 
dence of  asphyxia  (Fig.  263).  (Edema  of  the  glottis,  cedema  of  the  lungs, 
hypertrophy  of  the  thyroid,  mediastinal  tumors,  pleurisy,  and  pneumo- 
thorax may  lead  to  sudden  death. 

Abdominal  Viscera. — Rupture  of  visceral  abscesses;  perforation  of 
ulcers  of  the  gastro-intestinal  canal;  rupture  of  the  spleen,  especially 
if  the  latter  be  enlarged  as  in  malaria;  extra-uterine  gestation,  retro- 
uterine haemat^cele,  and  rupture  of  the  uterus,  are  among  the  lesions  not 
infrequently  leading  to  sudden  death. 

Sudden  death  is  frequent  in  diabetes,  in  various  forms  of  kidney 
lesion  and  in  alcoholism,  and  in  association  with  the  so-called  lymphatic 
constitution.* 

Sudden  death  in  young  children  is  most  often  associated  with  disorders 
of  the  respiratory  system,  thus  differing  from  adults,  in  whom  lesions  of 
the  circulatory  system  are  of  the  greatest  significance.  Brouardel  attrib- 
utes sudden  death  in  children  usually  to  one  of  five  principal  causes — 
syncope,  convulsions,  asphyxia,  pulmonary  congestion,  and  intestinal 
disorders.  A  large  thymus  with  the  lymphatic  constitution  is  frequent 
in  cases  of  sudden  death  in  young  children.' 

*  See  Etptng,  New  York  Med.  Jour.,  vol.  brvi.,  p.  37.  1897,  bibl. 

'  For  further  detaiU  on  Hudden  death  consult  Brouardel^  "Death and  Sudden  Death/' 
Bhiglish  translation,  1897;  also  Ewing,  in  Peterson  and  Haines'  "Text-book  of  Legal 
Medicine,"  1903. 
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SPECIAL  PATHOLOGT. 

Gteneral  Considerations. 

We  have  now  completed  the  study  of  those  fundamental  processes 
and  structural  alterations  which  are  embraced  in  general  pathology. 
These  have  been  considered  without  reference  to  special  regions  or 
organs  of  the  body.  We  now  enter  upon  the  study  of  these  pathological 
processes  and  their  associated  lesions  as  they  are  modified  by  the  special 
conditions  and  characteristic  structures  of  one  and  another  of  the  tissues 
or  organs  or  regions  of  the  body.  It  is  clear  that  both  the  disease  proc- 
esses and  the  structural  alterations  with  which  these  are  associated 
may  be  modified  by  the  functional  and  structural  peculiarities  of  the 
affected  organ.  Thus  while  degeneration,  regeneration,  inflammation, 
etc.,  may  be  fundamentally  similar,  for  example,  in  liver,  kidney,  and 
nerve,  they  may  present  sufficient  variation  in  one  or  another  of  these 
parts  to  require  a  separate  consideration  and  even  a  special  nomen- 
clature. We  shall  have  occasion  to  call  attention  now  and  then  to  those 
functional  and  structural  characteristics  of  the  organs  which  often  throw 
much  light  upon  their  mode  of  response  to  the  various  excitants  of 
disease. 

It  is  well,  on  the  other  hand,  to  remember  that  there  are  in  all  the 
organs  and  in  most  parts  of  the  body  certain  elementary  structures,  such 
as  connective  tissue,  blood-  and  lymph-vessels,  and  nerves,  whose  lesions 
are  quite  similar  wherever  they  may  be.  So  that  many  forms  of  lesion 
involving  these  structures,  while  of  varying  significance  to  the  organism, 
differ  in  the  various  parts  of  the  body  chiefly  in  distribution  or  topog- 
raphy. 


CHAPTER  I. 

THE  BLOOD  AND  THE  BLOOD-FORMINa  ORGANS. 

Changes  in  the  Composition  and  Structure  of  the  Blood/ 

The  Coagulability  of  the  Blood  and  the  characters  of  the  resulting 
clot  vary  widely,  depending  partly  upon  the  composition  of  the  blood 
and  partly  upon  the  conditions  under  which  the  coagulation  occurs. 
There  may  he  very  little  coagulation  of  the  hlood  in  death  from  suffoca- 
tion, or  from  conditions  which  interfere  with  the  aeration  of  the  blood 
and  permit  the  accumulation  of  carbonic  acid  within  it.  Thus,  in  death 
from  strangulation  or  drowning,  many  chronic  diseases,  scurvy,  and  under 
many  conditions  which  we  do  not  understand,  the  blood  may  remain 
fluid,  or  nearly  so,  after  death.  On  the  other  hand,  in  a  variety  of  in- 
fectious diseases,  such  as  rheumatism,  pneumonia,  etc.,  very  voluminous 
clots  may  ])e  formed,  although  this  is  by  no  means  constantly  the  case. 
The  fact  that  large  clots  form  after  death  is  not  conclusive  evidence  that 
an  undue  amount  of  fibrin-forming  elements  was  present  in  the  blood, 
nor  does  the  absence  of  marked  coagulation  prove  a  diminution  in  the 
blood  of  fibrin-forming  elements. 

The  composition  of  the  clot  varies  with  the  rapidity  of  its  formation 
and  with  the  specific  gravity  of  the  plasma.  Clots  very  rapidly  formed 
in  plasma  of  high  specific  gravity,  or  in  still  slowly  circulating  blood, 
are  apt  to  be  dark  red,  from  admixture  of  red  cells  and  fibrin.  After 
complete  failure  of  circulation,  especially  in  plasma  of  low  specific  grav- 
ity, the  red  cells  tend  to  settle  to  dependent  vessels.  Yellowish-white 
succulent  clots  then  form  in  the  clear  supernatant  plasma,  while  soft 
black  clots  result  from  the  excess  of  red  cells  collected  in  the  dependent 
vessels.  From  a  clinical  point  of  view  it  is  important  to  note  that  in 
jaundice  the  coagulability  of  the  blood  is  often,  though  not  always, 
reduced. 

The  Alkalinity  of  the  Blood. — This  varies  in  health  and  to  a  greater 
extent  in  disease,  this  variation  being  parallel  with  the  fluctuations  in  con- 
centration and  albumen  content.  Diminution  in  the  alkalinity  of  the 
blood  occurs  in  severe  anaemia,  in  scurvy,  and  in  diabetes.  Increase 
has  been  noted  in  catarrhal  jaundice.  In  fever  the  variations  are  marked; 
they  may  be  above  or  below  normal,  but  a  constant  change  has  not  been 
observed. 

Anhydraemia — the  condition  in  w^iich  the  blood  contains  an  exces- 
sive proportion   of  albumen,  cells,  and  other  solid  elements — occurs  in 

*  A  full  discussion  of  the  subjects  in  this  cliaptcr  can  be  found  in  Ewing,  "Clinical  Pa- 
thology of  the  Hlood,"  1903. 
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diseases  associated  with  excessive  serous  discharges  from  the  intestines. 
It  is  extreme  in  some  cases  of  cholera,  and  has  been  noted  in  a  lesser 
degree  in  other  infectious  diseases,  as  pneumonia  and  diphtheria. 

Hydraemia  is  that  condition  in  which  the  blood  contains  a  large 
amount  of  water  in  proportion  to  the  solid  ingredients.  It  occurs  in  a 
variety  of  diseases  of  the  heart,  lungs,  liver,  and  kidneys,  and  charac- 
terizes all  forms  of  anaemia. 

Haemoglobinaemia. — Owing  to  the  destruction  of  red  blood  cells  in 
some  forms  of  poisoning,  burning,  etc.,  the  blood  plasma  may  contain 
free  haemoglobin,  by  which  it  is  discolored  (hcemoglobincemia),  or  it  may 
be  stained  from  the  absorption  of  bile  pigment. 

The  blood  may  be  actually  increased  in  volume  (plethora),  either  by 
an  increase  in  fluids  or  in  cells,  or  b}-  simultaneous  and  proportionate 
increase  of  both  fluid  and  cellular  elements. 

Anaemia. — In  general,  ana?mia  means  a  diminished  quantity  of  blood 
or  of  red  blood  cells  in  the  vessels  of  the  whole  or  any  part  of  the  body. 
With  one  exception — mild  chlorosis — it  is  invariably  characterized  by  a 
reduction  in  number  and  change  in  form  of  the  red  cells  (oligocythsemia), 
and  by  diminished  alkalinity  and  coagulability.  It  is  always  associated 
with  a  reduction  in  specific  gravity,  in  haemoglobin,  and  in  solid  ele- 
ments. Hydra^mia  and  an  increased  tendency  toward  osmosis  are 
equally  constant  features  of  this  condition.  The  albumens  remaining 
in  the  serum  after  coagulation  are  very  slightly  diminished  in  anaemia. 

Generally  speaking,  anaemia  is  produced  by  excessive  haematolysis, 
or  by  defective  ha^matogenesis,  or  by  actual  loss  of  blood,  in  bulk  (haem- 
orrhage), or  in  its  fluid  ingredients  (transudation). 

Anaemia  may  be  secondary  to  haemorrhage,  to  exudative  processes, 
to  prolonged  malnutrition,  to  chronic  organic  diseases  of  many  kinds, 
to  the  action  of  poisons,  to  congenital  hypoplasia  of  heart  and  arteries, 
to  functional  disturbances  of  an  unknown  nature  in  the  blood-forming 
organs,  and  to  wholly  unknown  causes.  Simple  atrophic  changes  in 
many  tissues,  hypertrophy  of  the  red  marrowy  lymph-nodes,  spleen,  liver, 
and  thymus,  fatty  degeneration  of  the  liver,  kidneys,  heart,  and  blood- 
vessels, with  capillary  haemorrhages  and  transudations,  are  frequent 
accompaniments  of  severe  anaemia. 

ALTERATIONS  IN  THE  RED  BLOOD  CELLS. 

These  may  be  diminished  in  number  and  may  undergo  various 
changes  in  shape  and  size  and  structure. 

Altp:ration  in  NuMBf:R  of  the  Red  Blood  Cells. 

Oligocythsemia  is  that  condition  of  the  blood  in  which  the  number  of 
the  red  cells  is  reduced.  This  reduction  in  number  may  be  temporary, 
as  after  haemorrhage,  or  it  may  be  persistent,  as  in  some  forms  of  anae- 
mia. The  number  of  red  blood  cells  mav  in  extreme  cases  of  anremia  be 
reduced  to  one-tenth  of  the  normal,  or  even  less;   that  is,  from  the  nor- 
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mal  number,  which  is  between  four  and  five  million,  there  may  be  a 
reduction  to  half  a  million  or  less. 

A  persistent  diminution  in  the  number  of  red  cells  may  be  effected 
either  by  increased  destruction  (hcematolysis)  or  by  defective  formation 
(hcematogenesvi)  of  these  elements,  but  the  relation  of  the  two  factors  in 
the  production  of  the  chronic  anaemias  is  as  yet  imperfectly  determined. 

Excessive  h.ematolysis  occurs  after  burns,  is  the  result  of  poison- 
ing by  arsenic,  phosphorus,  and  chlorates,  phenylhydrazin,  nitrobenzol, 
acetanilid,  etc.,  and  may  occur  in  infectious  diseases  through  the  action 
of  bacterial  toxins.  All  stages  of  a  peculiar  destruction  of  red  blood 
cells  may  readily  be  followed  in  the  blood  in  malaria.  In  chronic  infec- 
tious diseases,  prolonged  suppuration,  and  in  the  cachexia  attending 
malignant  new  growths,  destruction  of  red  cells  is  probably  effected, 
in  part,  by  toxic  agents  circulating  in  the  blood.  In  pernicious  anaemia 
the  condition  of  the  blood  may,  with  considerable  certainty,  be  referred 
largely  to  a  destruction  of  red  cells  by  some  unidentified  toxic  material 
in  the  blood. 

In  the  destruction  of  the  red  cells,  especially  if  rapid,  haemoglobin 
may  separate  from  the  cells,  dissolve  in  the  plasma  (hamoglobinaemia), 
and  may  then  be  excreted  unchanged  in  the  urine  (haemoglobinuria). 
Such  destruction  occasionally  follows  chilling  of  the  extremities  after 
exposure  to  cold  in  persons  suffering  from  a  disease  known  as  paroxys- 
mal hsemoglobinuria.* 

The  gradual  and  more  common  form  of  destruction  of  red  cells  is 
attended  with  an  alteration  of  the  haemoglobin,  effected  chiefly  in  the 
liver,  and  with  its  deposit  in  the  endothelial  and  glandular  cells  of  vari- 
ous organs,  especially  in  the  liver,  spleen,  kidneys,  bone-marrow,  and 
secondarily  in  any  of  the  tissues. 

A  part  of  the  altered  haemoglobin  is  to  be  found  in  the  form  of  pig- 
ment granules,  or  as  a  diffuse  deposit,  in  the  cells  of  the  above-named 
organs,  where  its  content  of  iron  may  or  may  not  be  demonstrable  by 
microchemical  tests  (hcemosiderin) .  Another  product  of  the  haemoglo- 
bin, not  containing  iron,  may  be  found  in  the  same  situations,  in  the 
forms  of  granules  or  crystals  (hcematoidin).  Finally,  the  derivatives  of 
hsemoglobin  are  excreted  largely  in  the  form  of  normal  or  pathological 
urinary  pigment.  The  remaining  fragments  and  stroma  of  the  red  cells 
are  soon  removed  from  the  circulation  largely  by  leucocytes,  and  partly 
by  endothelial  cells  and  giant  cells,  in  the  liver,  spleen,  and  marrow. 

Def?:ctive  h.ematogenesis  must  be  regarded  as  a  cause  of  such 
ansRmias  as  are  associated  with  pathological  changes  in  the  bone-mar- 
row (pernicious  anaemia),  and  in  the  lymph-nodes,  spleen,  and  liver 
(leukaemia).  This  too  is  probably  the  chief  cause  of  the  anaemia  fol- 
lowing prolonged  malnutrition  (secondary  anaemia).  The  pathological 
changes  in  the  blood-producing  organs  may  sometimes  arise  as  primary 
diseases  of  these  organs,  or  similar  changes  may  be  secondary  to  exces- 

*  For  an  interesting  study  of  the  conditions  underlying  the  hemolysis  which  occurs  in 
paroxysmal  ha'nioglobinuria  see  Donatk  and  Landsteiner,  Zeit.  f.  klin.  Med.,  Bd.  Iviii., 
1906,  p.  173. 
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sive  demands  for  the  regeneration  of  the  blood.  In  mild  grades  of  anae- 
mia the  regeneration  of  the  blood  is  attended  with  an  hyperplasia  of  the 
red  marrow,  which  replaces  the  yellow  marrow  of  the  long  bones.  The 
chief  defect  in  the  production  of  red  cells  may  then  be  a  deficiency  in 
haemoglobin  (chlorosis).  In  severe  and  prolonged  anaemia,  under  the 
influence  of  toxic  agents  in  the  blood,  the  reproduction  of  cells  may  be 
insufficient,  and  these  new  cells  may  be  more  susceptible  to  the  action 
of  the  toxic  agent,  which  is  itself  the  cause  of  their  structural  defects. 
In  such  cases  the  normoblasts  of  the  marrow  may  be  produced  in  very 
large  numbers  and  form  red  cells  of  normal  or  slightly  diminished  size,  or 
they  may  be  replaced  by  very  large  nucleated  red  cells  (megcdoblasts) ;  from 
these  are  developed  very  large  red  cells  which  are  comparatively  incapable 
of  the  functions  of  the  normal  cell.  The  megaloblastic  form  of  regener- 
ation is  confined  to  the  anaemia  of  a  pernicious  type,  with  the  exception 
of  the  parasitic  anaemia  due  to  the  Bothriocephalus  latus. 

Alterations  im  Morphology  of  the  Red  Blood  Cells. 

In  mild  forms  of  ancemiay  the  red  cells  are  deficient  in  haemoglobin,  the 
blood  may  be  pale  or  watery  in  appearance,  and  the  cells  appear  in  the 
fresh  condition  as  very  pale  discs  or  as  slightly  refractive  rings  enclosing 
a  nearly  colorless  central  mass.  In  dry  preparations  stained  with  eosin, 
such  cells  may  show  only  a  narrow  red  ring  surrounding  a  central  por- 
tion which  is  entirely  devoid  of  haemoglobin.  In  this  grade  of  anaemia 
there  may  be  noted  moderate  differences  in  sizfe  and  irregularities  in 
shape  of  the  red  cells.  In  severe  anaemia,  under  a  variety  of  conditions, 
as  after  certain  forms  of  poisoning,  extensive  burns,  etc.,  varying  num- 
bers of  very  small  red  cells  are  seen,  called  microcytes.  They  are  sphe- 
roidal or  irregular  in  shape,  may  be  excessively  minute,  and  their  haemo- 
globin is  either  increased,  or  normal,  or  diminished.  Under  similar 
conditions,  a  variety  of  bizarre  forms  of  red  cells  are  found,  called  poiki- 
locytes.  In  very  severe  anaemia  very  large  red  cells  occur  in  considerable 
numbers.  These  cells,  called  megalocytesy  are  derived  from  the  large 
nucleated  red  cells  of  the  marrow,  and  their  appearance  in  the  blood 
indicates  the  early  onset  or  actual  establishment  of  some  form  of  pro- 
gressive anaemia  (see  Plate  II.,  Fig.  3). 

Amoeboid  movement  of  megalocytes  has  been  observed  in  specimens 
from  the  blood  of  pernicious  anaemia  examined  on  a  warm  stage.  The 
tendency  of  the  red  cells  to  form  rouleaux  is  much  diminished  or  absent 
in  very  grave  anaemia. 

Not  infrequently  a  loss  of  haemoglobin  is  associated  with  a  change  in 
the  stroma  of  the  cell,  so  that  the  mass  stains  slightly  with  methylene 
blue.  To  this  change  the  name  of  anirmic  or  polychromatophilic  degen- 
eration has  been  given,  and  it  is  thought  to  show  a  more  or  less  com- 
plete coagulation  necrosis  by  which  change  the  protoplasm  of  the  red  cell 
becomes  more  basophilic  *  in  its  staining  reaction.     Instead  of  a  uniform 

*  It  is  convenient  to  claasify  the  dyeH  used  in  staining  into  the  acid,  the  neutral,  and  the 
basic,  and  to  designate  cells,  in  accordance  vnth  the  relative  persistency  with  which  they 
hold  these  dyes,  as  acidophile,  neutrophils  or  basophiie. 


Description  of  Plate  II. 
All  the  Specimens  are  Stained  with  Eosin  and  Methylene-Azure. 

Fio.  1.  Normal  Blooi>. — The  red  cells  are  nearly  uniform  in  site  and  shape.  The  hemoglobin 
is  fairly  evenly  distributed,  but  is  slightly  more  dense  near  the  periphery  than  at  the  centre,  especially 
in  those  cells  which  have  dried  slowly.  In  rapidly  dried  red  cells  the  stain  is  even  throughout.  To 
the  left  is  a  lymphocyte  with  reddish,  deeply  stained  nucleus  and  a  pale  bluish  cell  body,  which  is 
narrow  in  proportion  to  the  sixe  of  the  nucleus.  To  the  right  is  a  small  lymphocyte,  smaller  than 
the  red  cells  which  surround  it,  with  a  deeply  stained  nucleus  and  a  narrow  cell  body  from  which 
projects  a  small  mass  of  protoplasm.  At  the  upper  portion  of  the  figure  is  a  large  oval  cell  which 
corresponds  to  the  large  mononuclear  cell  of  Ehrlich.  but  considered  by  many  equivalent  to  a  large 
lymphocyte.  In  the  centre  of  the  drawing  is  a  cell  with  a  lobed  nucleus  and  purplish  granules  by 
which  this  basophile  cell  is  distinguished  from  the  neutrophile  just  below  it  and  from  the  eosinophile 
in  the  right  lower  quadrant.  Two  neutrophile  cells  are  shown,  one  with  abundant  fine  granules, 
the  other  showing  a  smaller  number;  both  types  being  abundantly  present  in  normal  blood.  To 
the  right  is  a  small  cluster  of  blood-platen,  some  of  whioJh  show  darker  staining  mas.»es  near  the 
centre  which  are  presumed  by  some  observers  to  be  nuclear  remains,  by  others  to  be  fragments  of 
hemoglobin.  The  eosinophile  cell  in  the  lower  right-hand  quadrant  is  distinguished  from  the  neu- 
trophile by  the  coarseness  of  its  granules,  which  are  shot-like  ami  quite  regular  in  form,  though  not 
all  the  granules  are  of  the  same  sise.  They  often  take  a  much  more  brilliant  re<l  color  than  the 
neutropodles. 

Fio.  2.  CHLORoais. — The  blood  was  obtained  from  a  young  woman  of  twenty-two  years,  who 
who  had  3,000,000  red  cells  and  30  per  cent  of  hemoglobin.  The  red  cells  are  about  of  the  same 
site  as  those  in  nurmal  blood,  but  show  a  greatly  dimini.*ihed  amount  of  hemoglobin  to  the  indiv^idual 
cell,  as  evidenced  by  the  much  fainter  staining  of  a  numl>er  of  cells  in  the  plate  which  appear  merely 
as  remnants.  Some  of  the  cells  have  assumed  irregular  shapes  and  are  known  as  poikilocytes.  In 
the  left  upper  quadrant  are  three  forms  which  may  be  considered  as  pathological  in  circulating  blood. 
Below,  to  the  left,  is  a  purplish-rcKi  cell  rather  deeply  stained,  showing  polychromatophilia.  To 
the  right  of  this  cell  and  separated  from  it  by  a  nucleated  red  cell  of  normoblastic  tyj>e  is  a  cell  show- 
ing granular  degeneration. 

Fio.  3.  Secxindart  A'SMmi\. — The  bloo<l  was  obtained  from  a  case  of  carcinoma  of  the  stomach 
in  which  the  red  celb  were  reduced  to  1.500.000 :  the  hemoglobin  was  25  per  cent  :  the  leucocytes, 
30,000.  The  chanj^es  in  the  red  cells  are  much  the  same  as  those  noted  in  the  chlorotic  plate.  There 
is  marked  diminution  of  the  hemoglobin  of  the  red  cells  with  poikilocytosis  and  also  granular  de- 
generation and  polychromatophilia.  Two  nucleate<l  re<l  cells  are  present,  one  in  the  upper  right, 
the  other  in  the  lower  left-hand  quadrant.  Both  .nhow  degenerative  changes  in  the  nuclei,  which 
should  not  be  mistaken  for  mitotic  figures.  In  secondary  anemia  of  this  type  the  polynuclear  neu- 
trophiles  are  notably  increased. 

Fia.  4.  Prrs'iciouh  Anemia. — The  blood  was  obtained  from  a  case  showing  400.000  red  cells, 
10  per  cent  of  hemoglobin,  and  3,000  leucocytes.  I'he  striking  features  of  the  blood  in  this  disease 
are  the  marked  alterations  in  sise.  shape,  and  staining  properties  of  the  red  cells.  The  leucocytes 
are  xisually  diminished  in  number  and  show  no  characteristic  change.*),  with  the  exception  of  a  rela- 
tive increase  in  the  lymphocytes.  The  various  types  of  deformation  of  the  red  cells  are  very  well 
noted  in  the  various  poikilocytes  in  the  sketch,  some  of  which  contain  large  quantities  of  hemoglobin, 
others  a  diminished  amount.  In  the  red  cells  approaching  more  nearly  to  the  normal  form  it  will 
be  imniediately  noted  that  the  amount  of  hemoglobin  present  as  evidenced  by  the  depth  of  stain 
is  relatively  lai^ge.  The  cell  in  the  centre  of  the  held,  for  example,  stains  a  great  deal  more  deeply 
than  any  normal  cell.  These  deeply  staining  cells  are  also  very  large  and  often  of  peculiar  oval  and 
inegular  form.  The  so-called  megaloblasts  are  abundantly  present  in  the  blood  of  pernicious 
aniBmia,  in  contrast  to  the  microcytic  type  of  cell  usually  found  in  the  secondary  anemias  and  in 
chlorosis.  It  is  this  macrocytosis  with  the  consequent  increase  in  the  hemoglobin  content  of  each 
cell  that  gives  rise  to  the  high  relative  hemoglobin  index  of  the  blood  of  pernicious  anemia.  A 
normal-flised  cell  showing  marked  polychromatophilia  is  seen  above ;  a  macrocyte  with  granular 
degeneration  is  seen  below  it,  and  a  normal-si sed  red  cell  with  nucleus,  or  normoblast.  In  the  lower 
left  quadrant  is  a  lai^  erythrocyte  with  a  large  nucleus  with  fine  chromatin  network.  The  cell 
body  takes  on  a  combination  of  the  blue  and  pink  of  the  stain  :  in  other  words  is  polychromatophilic. 
Below  it  is  a  normal  lymphocyte.  In  the  lower  right  quadrant  are  two  other  megaJoblasts  showing 
a  slightly  different  morphology  and  with  an  orthocnromatic  protoplasm ;  that  is,  the  cell  body  takes 
the  eosin  alone.  The  upper  cell,  shows  a  dense  nucleus  witn  thick  strands  of  chromatin  forming  a 
network.     In  the  lower  the  chromatin  shows  no  structure. 

FYo.  6.  Chronic  Lymphatic  Lcukjbmia.— The  blood  of  this  case  showed  3.500,000  red  cells, 
160,000  leucocytes,  and  60  per  cent  of  hemoglobin.  Of  the  leucocytes  96  per  cent  were  Ijrmphocytes. 
It  will  be  noted  from  the  drawing  that  the  red  cells  are  practically  normal  in  sise  and  shape.  The 
abundance  and  variety  of  the  lymphocytes  will  be  noted  immediately.  In  the  upper  right  quadrant 
18  a  single  normoblast ;  in  the  lower  right  quadrant  of  the  upper  part  is  a  washed-out  cell  with  irregu- 
lar outline  which  is  a  degenerated  lymphocyte.  In  the  acute  forms  of  lymphatic  leukemia  these 
cells  become  exceedingly  abundant. 

Fio 
cent 


Fio.  6.    Myelogknouh  Leukemia.— The  blood  of  this  case  showed  1,000,000  red  cells,  20  per 
hemoglobin,  and  1.200.000  leucocytes,  the  exact  proportions  of  which  could  not  be  determined 


protoplasm  and  a  polymorphonuclear  neutrophile  with  fine  granules.  In  the  lower  left  quadrant 
can  be  seen  a  large  degenerated  neutrophile  myelocyte  in  which  the  granules  have  liecome  scattered 
oyer  the  slide  m  the  process  of  spreading  the  blood.  To  the  right  and  below  the  centre  are  a  normo- 
blast with  clover-leaf  nucleus,  a  polymorphonuclear  neutrophile  and  a  lymphocyte,  and  above  an 
eosinophile  rnyelocyte.  In  the  upper  right  quadrant,  beginning  at  the  left,  can  be  seen  a  small  baso- 
pnile  cell  with  faintly  staining  nucleus,  to  the  right  two  myelocytes,  one  with  deeply  staining  nucleus, 
the  other  soniewhat  fainter,  both  containing  neutrophile  granules.  To  the  right  a  normoblast  with 
pyknotic  nucleus,  and  still  farther  to  the  right  a  so-called  basket-cell  or  degenerated  myelocyte. 
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Pif.  X.  Normal  Blood. 
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Fif .  5.  Chronic  lymphatic  Leukaemia. 
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Fig.  4.  Pernicious  Anaemia. 
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Fig.  6.    Myelogenous  Leukaemia. 
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absorption  of  the  dye  some  parts  of  the  cell  may  be  condensed  in  the 
form  of  small  granules  occupying  the  cell  body  and  staining  more  deeply 
with  methylene  blue  than  do  normal  cells  (granular  degeneration). 

It  should  be  remembered  that  during  the  manipulations  required  in 
making  dried  specimens  the  red  cells  may  suffer  a  variety  of  artificial 
changes,  many  of  which  are  very  confusing. 

Nucleated  red  blood  cells  are  found  in  the  blood  in  all  forms  of  anaemia, 
and  their  appearance  indicates  regenerative  activity  on  the  part  of  the 
blood-producing  organs.  Their  presence  in  the  blood,  though  at  all 
periods  of  extra-uterine  life  abnormal,  has  been  regarded  as  of  favor- 
able import  in  disease.  Within  a  few  hours  after  severe  haemorrhage 
nucleated  red  cells  may  be  noted  in  considerable  numbers.^  During 
the  regeneration  of  the  blood  in  anaemia,  the  occurrence  of  nucleated 
red  cells  is  nearly  constant,  but  subject  to  rather  sudden  periodical  vari- 
ations sometimes  called  "  blood  crises.^'  In  favorable  cases  of  anaemia 
nucleated  red  cells  of  normal  size  only  (normoblasts)  (Plate  II.,  Figs. 
2  and  3)  are  seen,  whose  compact,  darkly  staining  nuclei  may  be  found 
either  in  the  centre  of  the  cell  or  slightly  protruding  from  the  periphery; 
or,  nuclei  apparently  quite  extruded  from  the  cell  may  be  found  free  in 
the  plasma. 

In  severe  anaemia  attended  wuth  an  abnormal  type  of  blood  formation, 
very  large  nucleated  red  cells  (meyaloblasts)  (Plate  II.,  Fig.  4)  appear 
in  varying  numbers.  The  protoplasm  of  these  cells  often  shows  an 
excess  of  haemoglobin,  but  frequently  the  purple  stain  produced  by  a 
combination  of  the  eosin  and  methylene  blue  indicates  an  altered  form 
of  haemoglobin,  or  very  fine  basophile  granules  may  be  demonstrated 
by  treatment  with  methylene  blue.  The  nuclei  of  the  megaloblasts 
may  be  single  and  compact,  or  a  single  large  nucleus  may  show  stages  of 
direct  division,  or  in  extremely  large  cells  (gigantoblasts)  the  nuclei  may 
present  phases  of  mitosis. 

ALTERATIONS  IN  THE  WHITE  BLOOD   CELLS. 

The  Leucocytes  of  Normal  Blood. 

The  leucocytes  of  normal  blood  may  be  classified  according  to  their 
place  of  origin,  or  by  the  character  of  their  nuclei,  or  by  the  reaction 
of  the  granules  in  their  protoplasm  to  certain  dyes.  The  most  ser- 
viceable classification  is  that  based  both  upon  the  character  of  the  nu- 
cleus and  upon  the  reaction  of  the  protoplasm  to  dyes,  according  to  which 
we  may  distinguish  in  normal  blood  the  following  forms  (see  Plate  II., 
Fig.  1): 

1.  Lymphocytes,  small  leucocytes  of  about  the  size  of  red  cells  or 
larger,  with  a  single,  compact,  deeply  staining  nucleas,  surrounded  by  a 
thin  rim  of  homogeneous  protoplasm.     The  cell  body  usually  possesses  a 

'  The  appearance  of  nucleated  red  cells  and  abnormal  forms  has  been  frequently  noted 
in  those  who  have  recently  arrived  in  mountainous  regions,  the  probable  explanation  being 
that  the  lowered  oxygen  tension  of  the  rarefied  air  demands  a  larger  amount  of  ha?moglobin 
to  supply  the  wants  of  the  tissues,  with  the  result  that  for  a  short  time  immature  red  cells 
are  set  free  from  the  bone-marrow. 


428  THE   BLOOD    AND   THE   BLOOD-FORMING   ORGANS 

stronger  basophilic  reaction  than  the  nucleus,  so  that  in  staining  with 
methylene  blue  the  nucleus  shows  as  a  pale  spot  in  the  centre  of  the  dark 
ring  of  the  cell  body.  This  ring  is  often  ragged  in  its  outline  and  may 
show  distinct  projections  which  are  sometimes  cast  off  into  the  circu- 
lating blood.  Large  and  small  lymphocytes  mav  be  distinguished 
(Plate  II.,  Fig.  5). 

2.  Large  Mononuclear  Leucocytes,  with  a  single,  compact  or 
vesicular,  rather  faintly  staining  nucleus  and  a  relatively  large  amount 
of  protoplasm  which  stains  much  less  strongly  than  the  nucleus.  Ac- 
cording to  Ehrlich,  these  cells  represent  a  type  different  from  the  lymph- 
ocytes; but  it  is  often  difficult  to  make  such  a  distinction  on  a  morpho- 
logical basis.  At  the  present  time  they  are  usually  classed  as  belonging 
to  the  group  of  large  lymphocytes,  though  some  observers  consider 
them  as  precursors  of  the  myelocytes. 

3.  Transitional  Leucocytes,  of  the  same  size  as  many  of  the  large 
mononuclear  leucocytes,  with  a  compact  or  vesicular,  irregular  or  in- 
curved nucleus,  and  a  considerable  mass  of  protoplasm,  in  which  fine 
neutrophile  granules  can  occasionally  be  demonstrated. 

4.  PoLYNUCLEAR  Neutrophile  LEUCOCYTES,  of  the  Same  size  as 
the  transitional  leucocytes,  with  a  partially  or  completely  divided  nu- 
cleus, of  which  the  separate  portions  are  either  compact  or  vesicular, 
deeply  or  faintly  staining,  and  with  considerable  protoplasm  in  which 
distinct  granules  may  be  demonstrated  by  the  neutral  dyes. 

5.  EosiNOPHiLE  Cells,  of  the  same  characters  as  the  ordinary  poly- 
nuclear  leucocytes,  but  containing  in  their  bodies  large  refractive  gran- 
ules, which  stain  deeply  with  so-called  acid  dyes  such  as  eosin. 

6.  Basophile  Cells,  of  about  the  same  size  as  the  polynuclear  cells, 
but  containing  coarse  granulations  stained  only  by  basic  dyes  such  as 
methylene  blue.  The  nucleus  is  small,  stains  feebly,  and  is  usually 
lobular.     It  is  often  covered  ver\'^  largely  by  the  granulations. 

These  various  forms  of  leucocytes  occur  in  normal  blood  in  the  fol- 
lowing proportions,  which  represent  averages  only  and  are  subject  to 
considerable  variations: 

Polynuclear  neutrophile  leucocytes 60  to  72  per  cent. 

Large  mononuclear  and  transition  forms 2  "     4        *' 

Lymphocytes 22  "  35        " 

Eosinophiles 2  "     4 

Basophile  cells  less  than 0.5        ** 

In  the  normal  blood  of  young  children  the  relative  proportion  of 
mononuclear  cells  is  considerably  greater  than  in  that  of  adults. 

The  numbers  and  proportions  of  the  polynuclear  leucocytes  are  in 
disease  subject  to  very  wide  variations,  and  abnormal  forms  of  the 
white  cells  frequently  make  their  appearance  in  the  blood. 

Leucocytosis. 

Leucocytosis  is  that  condition  of  the  blood  in  which  the  leucocytes 
are  temporarily  or  persistently  increased  in  number.     When  several 
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forms  of  leucocytes  are  increased  in  number  and  the  usual  proportions 
are  but  partially  disturbed,  we  speak  of  mixed  leucocytosis.  Such  a  con- 
dition is  seen  in  some  forms  of  anaemia.  When  the  polynuclear  neutro- 
phile  leucocytes  alone  are  increased,  the  condition  is  termed  polynuclear 
leucocytosis,  or  simply  leucocytosis.  If  the  mononuclear  cells  are  chiefly 
affected,  the  condition  may  be  denoted  as  lymphocytosis.  The  eosino- 
phile  cells  alone  may  be  increased. 

Polynuclear  Leucocytosis  may  be  either  physiological  or  pathological. 

Physiological  Polynuclear  Leucocjrtosis  is  seen  during  normal  digestion, 
in  the  later  months  of  pregnancy,  and  in  the  first  days  of  infancy,  and 
is  usually  of  moderate  grade. 

Pathological  Polynuclear  Leucocjrtosis  occurs  in  many  inflammatory 
and  infectious  diseases,  and  accompanies  the  various  cachexias.  Of  the 
infectious  diseases  attended  with  leucocytosis  may  be  mentioned  pneu- 
monia, diphtheria,  scarlet  fever,  erysipelas,  rheumatism,  suppurative 
cerebro-spinal  meningitis,  and  any  disease  associated  with  a  pronounced 
exudative  or  suppurative  lesion.  On  the  other  hand,  leucocytosis  is 
absent  in  uncomplicated  typhoid  fever,  typhus,  malaria,  measles,  and 
tuberculosis. 

The  origin  and  significance  of  the  leucocytosis  of  infectious  diseases 
are  imperfectly  understood,  but  may  be  partially  explained  by  the  princi- 
ples of  chemotaxis  and  phagocytosis.  From  experimental  evidence  and 
clinical  observation  it  is  known  that  during  the  onset  of  some  infectious 
diseases  the  entrance  of  bacteria  or  their  products  into  the  blood  is  fol- 
lowed by  a  disappearance  from  the  circulation  of  many  polynuclear  leu- 
cocytes, which  are  removed  from  the  larger  vessels  and  lodged  in  the 
capillaries,  principally  in  the  lungs  and  liver.  This  condition  of  the 
blood,  called  hypolcucocytosis,  may  be  attended  with  a  transient  reduc- 
tion in  temperature  and  weakening  of  the  hearths  action,  and  is  usually 
succeeded  shortly  by  the  reappearance  of  polynuclear  leucocytes  in 
large  numbers,  and  by  a  rise  of  temperature.  These  leucocytes  are  apt 
to  gather  in  regions  in  which  micro-organisms  are  abundant,  and  are  be- 
lieved to  take  up  and  destroy  micro-organisms  (phagocytosis),  and  to 
prevent  their  further  entrance,  and  possibly  the  entrance  of  their  prod- 
ucts also,  into  the  circulation.  Of  the  place  and  method  of  origin  of 
these  new  leucocvtes  verv  little  is  definitely  known. 

In  many  very  severe  cases  of  infectious  disease,  such  as  pneumonia, 
diphtheria,  and  peritonitis,  the  initial  hypoleucocytosis  persists,  in  which 
event  the  disease  usually  runs  an  asthenic  and  fatal  course,  with  a  ten- 
dency to  low  temperature  and  feeble  pulse. 

When  leucocytosis  is  established,  the  grade  varies  frequently  with  the 
extent  of  the  local  lesion  and  the  height  of  the  fever  associated  with 
the  infectious  process,  and  disappears  with,  or  soon  after,  the  decline  of 
the  disease.  In  general,  according  to  our  present  knowledge,  the  leu- 
cocytosis of  infectious  diseases  may  be  regarded  as  the  effort  of  the 
blood-producing  organs  to  protect  the  blood  and  tissues  by  means  of 
leucocytes  against  the  invasion  of  micro-organisms  and  against  the  action 
of  toxins  present  in  the  circulation. 
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The  blood  in  typhoid  fever  presents  a  peculiar  variation  from  that  in 
most  infectious  diseases.  In  the  first  weeks  of  the  disease  there  is  usu- 
ally a  reduction  in  the  number  of  leucocytes,  especially  of  the  polynu- 
clear  forms.  In  the  later  weeks  the  lymphocytes  may  form  eighty  per 
cent  of  the  leucocytes  present  in  the  blood.  Each  relapse  is  attended 
with  an  increase  of  the  lymphocytosis,  while  an  increase  of  polynuclear 
leucocytes  usually  occurs  with  complications  only. 

In  the  various  forms  of  tuberculosis  there  is  no  leucocytosis  unless 
the  lesion  is  markedlv  exudative  in  character,  as  in  tuberculous  menin- 
gitis,  or  is  complicated  by  suppuration  or  chronic  anaemia.  In  pulmo- 
nary tuberculosis  with  secondary  infection  by  pyogenic  cocci,  leucocy- 
tosis is  apt  to  develop. 

Cachectic  Leucocytosis  is  a  feature  of  altered  conditions  of  the  blood, 
such  as  are  associated  with  the  growth  of  malignant  tumors,  and  with 
many  diseases  producing  secondary  anaemia.  This  increase  of  poly- 
nuclear leucocytes  may  serve  to  distinguish  many  forms  of  secondary 
from  primary  anaemia.  The  inflammation  and  toxaemia  accompanying 
many  new  growths  afford  a  sufficient  reason  for  the  appearance  of 
cachectic  leucocytosis,  but  under  many  other  circumstances  its  direct 
cause  is  less  apparent.* 

Hypoleucocytosis  occurs  not  only  in  infectious  diseases,  when  the 
polynuclear  cells  alone  are  reduced  in  numbers,  but  also  from  shock, 
reduction  of  body  temperature,  and  exhaustion,  when  all  forms  of  leu- 
cocytes may  be  diminished.  It  is  a  fairly,  constant  feature  of  primary 
pernicious  ana»mia.^ 

Polynuclear  Eosinophile  Leucocjrtosis  is  found  in  a  number  of  unre- 
lated conditions.  In  bronchial  asthma  the  eosinophile  cells  are  "con- 
siderably increased,  often  forming  ten  to  twenty  per  cent  of  the  total 
white  cells.  In  acute  and  chronic  diseases  of  the  skin,  such  as  pemphi- 
gus, prurigo,  and  psoriasis,  the  eosinophiles  are  often  increased  to  a 
marked  degree,  but  the  condition  is  not  constant.  In  trichinosis  and 
helminthiasis  the  increase  is  so  constant  that  it  becomes  of  diagnostic 
value  in  these  conditions.  A  post-febrile  eosinophilia  is  frequently 
observed. 

Lymphocjrtosis,  frequently  seen  in  the  anaemias,  in  pertussis,  and  the 
acute  intestinal  disorders  of  childhood,  has  also  been  noted  in  some 
forms  of  secondary  ana?!mia  (syphilis),  and  in  an  extreme  degree  as  the 
chief  characteristic  of  the  blood  of  lymphatic  leukaemia. 

In  mixed  leucocytoses  a  number  of  types  of  cells  appear  which  are 
derived  from  the  bone-marrow  and  differ  greatly  from  the  forms  already 
described.  Of  these  the  most  important  are  the  myelocytes  (Plate  II., 
Fig.  6).  These  are  mononuclear  cells  with  an  oval,  faintly  staining 
nucleus,  and  a  cell  body  containing  a  greater  or  less  number  of  neutro- 

*  For  further  data  concerning  leucocytosis  consult  Riedcr,  '*  Beitr&ge  zur  Kenntnias  d. 
Leukocytose,"  Leipsic,  1892;  Tilrk,  "Klin.  Untersuchungen  u.  d.  Verhalten  d.  Blutes/' 
etc.,  Wien,  1898. 

*  For  hypoleucocytosis  consult  Lowit,  "Studien  Gber  Physiol,  und  Pathol,  d.  Blutefl 
u.  d.  Lymphe,"  Jena,  1892;  Ewing,  "Toxic  Hypoleucocytosis/'  New  York  Medical  Journal, 
vol.  Ixi.,  p.  257,  1895. 
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phile  granulations.  They  are  usually  about  twice  as  large  as  the  red 
cells,  but  may  be  of  practically  the  same  size.  Another  type  possesses 
the  same  characteristics  except  that  the  granulations  are  of  the  eosino- 
phil or  basophile  variety.  Finally,  there  are  found  under  the  same 
conditions  as  the  myelocytes  large  mononuclear  cells  without  granula- 
tions, the  so-called  **  irritation  forms.''  The  nucleus  stains  deep  blue 
with  the  triacid  stain,  and  the  cell  body  a  dark  brown.  Moderate  degrees 
of  mixed  leucocytosis  are  seen  in  the  severe  primary  and  secondary 
anaemias,  during  the  course  and  at  the  end  of  severe  infections,  especially 
in  children,  but  the  most  marked  example  is  in  the  blood  of  spleno- 
myelogenous  leukaemia. 

Charcot-Leyden  crystals  are  occasionally  found,  chiefly  after  death, 
in  the  blood  in  leukaemia,  usually  at  the  same  time  with  an  increased 
number  of  eosinophile  cells. 

Degenerative  Changes  in  the  Blood  are  usually  indicated  in  the  leu- 
cocytes by  variations  in  the  percentage  of  normal  and  abnormal  varieties, 
r&ther  than  by  alterations  in  the  individual  cells,  for  degenerating  leuco- 
cytes are  usually  quickly  removed  from  the  circulation.  Staining  reac- 
tions of  the  various  granules,  by  which  degenerative  changes  may  be 
recognized,  have  not  yet  been  devised.  In  leukaemia,  pernicious  anae- 
mia, and  diphtheria,  a  diminished  reaction  to  nuclear  dyes  has  been 
observed.  In  leukaemia,  and  in  the  severe  infectious  diseases,  the 
leucocytes  may  be  extremely  cohesive,  and  it  is  believed  that  a  large 
quantity  of  bacteria  or  toxins  in  the  circulation  may  even  effect  a  com- 
plete solution  and  destruction  of  leucocytes  (leucocytolysis).  Fatty 
and  glycogenic  degeneration  of  leucocytes  has  been  demonstrated. 

Melanaemia. — In  this  condition  the  blood  contains  larger  and  smaller 
irregular-shaped  particles  or  masses  of  brown  or  black  pigment.  This 
condition  is  most  frequently  the  result  of  intermittent  and  remittent 
fever,  particularly  the  severer  forms.  It  may  be  accompanied  by  anae- 
mia and  leucocytosis.  It  does  not  occur  in  all  cases  of  the  above-named 
affections.  It  may  be  transient  in  character.  The  pigment  may  be 
free,  or,  more  usually,  enclosed  in  leucocytes.  Under  the  same  con- 
ditions pigment  may  be  deposited  in  the  liver,  spleen,  lymph-nodes, 
bone-marrow,  and  blood-vessels.  Owing  to  the  deposit  of  pigment  in 
the  organs  they  may  assume  a  gray  or  slate  color.  The  pigment  devel- 
oped in  malaria  originates  in  the  decomposition  of  the  haemoglobin  under 
the  influence  of  the  plasmodiimi.  Pigment  which  has  been  taken  into 
the  lungs  from  the  air,  such  as  coal  dust,  etc.,  may  find  its  way  into  the 
blood  either  before  or  after  deposition  in  the  bronchial  or  other  lymph- 
nodes,  and  may  be  afterward  deposited  in  the  spleen  and  liver.^ 

METHODS  OF  EXAMINATION  OF  THE  BLOOD. 

The  blood  may  be  examined  fresh  on  the  warm  stage  without  the  addition  of  any 
fixative,  simply  surrounding  the  cover  with  oil  or  vaseUn  to  prevent  evaporation. 

*  For  further  details  concerning  changes  in  the  blcKMl  consult  Simon,  ''Clinical  Diag- 
nosis," 4th  ed.;  Eiaing,  "Clinical  Pathology  of  the  Blood."  1903;  Cabot,  "Clinical  Exam- 
ination of  the  Blood,"  1904;  or  Wood,  "Chemical  and  Microscopical  Diagnosis,"  1904. 
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This  method  is  especially  useful  in  the  examination  of  blood  for  the  plasmodia  malarise. 
For  most  purposes,  however,  the  cells  should  be  treated  the  instant  the  blood  leaves 
the  vessels  in  such  a  way  as  to  retain  their  normal  form.  This  fixation  may  be  accom- 
plished by  the  use  of  chemical  agents  (wet  method)  or  by  quick  dr3ring  on  the  cover- 
glass  or  slide  (dry  methoil). 

Wet  Method. — Among  the  chemical  fixative  agents  are  osmic  acid  and  a  solution 
of  corrosive  sublimate.  Oftmic  acid:  A  drop  or  two  of  blood  drawn  from  the  cleansed 
finger-tip  by  a  needle  prick  is  allowed  to  fall  into  a  cubic  centimetre  of  from  one-  to 
two-per-cent  osmic  acid.  After  an  hour  the  blood  cells  may  be  transferred  by  a  pipette 
to  a  solution  of  acetate  of  potash,  in  which  they  may  be  preserved. 

SuHimute  may  be  used  in  the  form  of  Hayem's  solution,  consisting  of 

Chlorid  of  sotliura 1      gm. 

Sulphate          "       5       " 

Corrosive  sublimate 0.5  " 

Water,  distilled 200       " 

The  blood  is  received  directly  into  this  solution,  in  which  it  is  studied.  The  wet 
method  of  fixation  is  especially  to  be  recommended  for  studies  on  the  minute  structure 
of  blood  cells. 

Dry  Method. — It  has  been  found  that  if  the  freshly  drawn  blood  from  a  finger 
prick  be  immediately  drietl  on  a  glass  in  a  very  tliin  layer,  the  cell  forms  are  quite  well 
preserved  and  may  be  exposed  to  the  action  of  staining  agents. 

For  this  purpose  square  cover-glasses  of  medium  size  should  be  cleaned  in  strong 
nitric  acid,  rinsed  in  alcohol  and  ether,  carefully  dried,  and  kept  free  from  dust.  A 
drop  of  blood  may  be  expressed  by  very  light  pressure  only  from  the  finger  tip,  previ- 
ously cleansed  with  alcohol  and  ether,  and  for  the  best  results  the  drop  nmst  be  sphe- 
roidal and  about  one-sixteenth  of  an  inch  in  diameter.  One  cover-glass  should  be  held 
in  the  forceps,  or  between  the  fingc.»rs  if  thoroughly  dry,  and  its  central  point  touched 
to  the  drop  of  blood.  After  contact  with  the  blood  tliis  cover-glass  should  be  instantly 
laid  upon  a  second  glass  so  as  to  cover  all  but  an  eighth  of  an  inch  along  one  side:  and 
as  soon  as  the  blood  has  spread  to  the  edges,  the  cover-glasses  should  ho  quickly  sepa- 
rated by  sliding  without  prcjssure  and  dried  in  the  air.  If,  instead  of  drying  in  the  air, 
the  specimens  are  rapidly  dried  high  over  an  alcohol  flame,  the  fixation  will  be  more 
successful,  and  many  artificial  changes  in  the  red  cells  will  be  avoided. 

Another  method,  more  successful  in  many  hands,  consists  in  touching  the  drop 
with  the  smooth  edge  of  a  glass  slide,  applying  this  edge  with  its  adherent  blood 
obliquely  to  a  slide,  and,  when  the  blood  has  spread  along  the  edge  of  the  slide,  dra\>'ing 
it  rapidly  across  the  surface  of  the  second  slide. 

For  the  permanent  fixation  of  the  celb  and  to  prevent  their  solution  by  strong  dyes, 
one  of  two  methods  may  be  recommended: 

1.  Heat  Fixation. — The  specimens  are  heated  in  a  hot-air  bath  or  on  a  copper  plate, 
for  from  five  minutes  to  two  hours  at  a  temperature  of  110°  C.  to  120°  C. 

2.  Chemical  Fixation. — The  specimens  are  placed  for  from  one  to  thirty  minutes  in 
strong  methyl  alcohol. 

Various  staining  agents  are  to  be  employed  according  to  the  object  in  view.  The 
triacid  mixture  of  EhrUch*  gives  an  excellent  stain  for  the  neutrophile  and  eosinophile 
granules,  but  faib  to  show  basophile  granules  or  parasites,  for  which  reason  it  is  being 
supplanted  for  general  work  by  combinations  of  methylene  blue  and  eosin.  The  com- 
position of  the  Khrlich  stain  is  as  follows: 

Saturated  aqueous  solutions  of 

Orange  G 13  to  14  c.c. 

Acid  fuchsin 6    *'    7  *' 

Methyl  green 12.5 


(( 


*  Great  care  must  be  used  in  selecting  these  dyes.  Those  made  by  Grubler,  of  Leipaic, 
are  reliable.  It  is  far  better  to  purchase  the  solution  already  mixed  as  sold  by  GrQbler  under 
the  name  of  "triacid  mixture  for  neutrophile  granules." 
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To  the  mixture  of  these  add 

Water 15  c.c. 

Absolute  alcohol 25  " 

Glycerin 10  " 

The  specimen  should  be  stained  in  this  fluid  for  three  to  five  minutes,  washed  in  dis- 
tilled water,  dried,  and  mounted  in  dammar  dissolved  in  xylol. 

The  red  cells  are  then  found  stained  orange-yellow,  the  nuclei  dark  green  or  blue, 
the  neutrophile  and  eosinophile  granules  dark  red.  The  mast-cell  granules  are  not 
stained. 

Rather  more  uniform  results,  especially  as  regards  the  red  colls,  may  be  obtained 
by  the  following  method,  which  also  demonstrates  the  malarial  Plasmodium  and  baso- 
phile  granules,  but  not  the  neutropliile  granules:  Place  the  specimens  for  two  minutes 
in  a  saturated  alcoholic  solution  of  eosin,  wash  in  water,  and  counterstain  for  five 
minutes  in  a  one-per-cent  watery  solution  of  methylene  blue.  The  red  cells  and  eosino- 
pliile  granules  then  appear  bright  red.  The  nuclei,  basophile  granules,  and  malarial 
Plasmodia  arc  stained  blue. 

Recently  a  stain  has  been  devised  by  Jenner  which  bids  fair  to  supplant  other 
methods  on  account  of  its  simplicity,  rapidity,  and  ease  of  application.  It  consists  of  a 
half-per-cent  solution  in  methyl  alcohol  of  a  compound  made  by  mixing  a  1.2-per-cent 
aqueous  eosin  and  a  one-per-cent  aqueous  methylene-blue  solution.  The  precipitate 
which  forms  is  filtered  off,  washed  with  distilled  water,  dried,  and  dissolved  in  the 
methyl  alcohol.  The  blood  smears  are  fixed  by  this  solution  in  from  one  to  three  minutes. 
The  red  cells  are  of  a  terra-cotta  color,  the  nuclei  blue,  the  neutropliile  and  eosinophile 
granulps  red,  the  mast-cell  granules  purple;  bacteria,  malarial  organisms,  and  blood 
plaques  blue. 

For  the  demonstration  of  fat  in  blood  from  a  finajcr  prick,  cover-glass  preparations 
dried  in  the  air  should  be  stained  for  twenty-four  hours  in  one-|x?r-cent  aqueous  solu- 
tion of  osmic  acid.  To  avoid  numerous  sources  of  error,  a  control  preparation  should 
be  previously  placed  in  chloroform  for  twenty-four  hours  to  dissolve  the  fat,  and  two 
specimens  carried  together  through  the  osmic  acid.  In  the  one,  black  fat  droplets  will 
l>e  seen,  which  should  be  entirely  absent  in  the  other. 


FOBEIGN  BODIES  IN  THE  BLOOD. 

Various  bodies  which  do  not  belong  there,  aside  from  those  above 
mentioned,  may  find  access  to  the  vessels  and  mingle  with  the  blood. 
Pus  cells  may  get  into  the  blood  from  the  opening  of  an  abscess  into  a 
vessel  or  from  some  inflammatory  change  in  its  walls.  Desquamated 
endothelial  cells  from  the  vessel  walls,  either  in  a  condition  of  fatty 
degeneration  or  in  various  stages  of  proliferation,  may  be  mingled  with 
the  normal  blood  elements;  also  tumor  cells  of  various  kinds,  fragments 
of  disintegrated  thrombi,  portions  of  heart  valves,  etc.  Crystals  of 
bilirubin  have  been  found  in  the  blood  in  icterus. 

Fat,  in  a  moderate  amount,  is  a  normal  ingredient  of  the  blood  during 
digestion  and  in  lactation.  Under  pathological  conditions  it  may  occur 
in  larger  and  smaller  droplets.  This  lipcemia  occurs  as  a  result  of  defi- 
cient oxidation,  in  diabetes,  in  drunkards,  and  in  some  cases  of  dyspnoea 
from  various  causes.  The  droplets  are  small  and  liable  to  escape  obser- 
vation. 

In  many  cases  of  injury,  particularly  in  crushing  fractures  of  the 
bone,  the  fat  of  the  marrow  finds  its  way  into  the  blood,  and  it  may  col- 
lect in  large  drops  in  the  vessels  of  the  lungs,  forming  the  so-called  fai 
28 
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emboli  (Fig.  9,  p.  29);  or  it  may  pass  the  lungs  and  form  emboli  in 
other  parts,  as  the  brain,  kidneys,  etc.  Fat  embolism  in  eclampsia  is  of 
occasional  occurrence. 

The  fat  may  be  absorbed  from  the  vessels,  having  produced  little  or 
no  disturbance;  or  in  some  cases  it  may  produce  serious  results  by  the 
stoppage  of  a  large  series  of  vessels  in  the  lungs,  brain,  or  other  parts  of 
the  body.* 

Tissues  and  organs  whose  blood-vessels  are  suspected  to  contain  fat  droplets  should 
be  fixed  with  osmic  acid,  which  stains  fat  black.  Sections  without  further  staining 
may  be  mounted  in  glycerin. 

Air,  as  a  result  of  an  opening  in  the  veins,  is  of  occasional  occurrence. 
If  the  amount  of  air  be  small,  it  appears  to  be  readily  absorl^ed,  and  does 
little  or  no  harm.  If,  on  the  other  hand,  a  large  quantity  is  admitted  to 
the  veins  at  once,  it  collects  in  the  right  side  of  the  heart,  from  which 
the  contractions  of  the  organ  are  unable  to  force  it  in  any  considerable 
quantity,  and,  the  supply  of  blood  being  thus  cut  off  from  the  lungs, 
death  very  quickly  ensues.  The  blocking  of  the  smaller  pulmonary  ves- 
sels and  of  the  vessels  of  the  heart  with  air  bubbles  may  also  hasten 
death.  It  is  especially  from  wounds  of  the  veins  of  the  neck  and  thorax 
that  the  accident  is  most  apt  to  occur.  But  it  may  be  due  to  the  intro- 
duction of  air  into  the  uterine  veins  in  intra-uterine  injection,  or  in  the 
removal  of  tumors.^  One  should  remember  in  this  connection  that  in- 
fection with  Bacillus  aerogenes  gives  rise  to  gas  bubbles  in  the  blood-ves- 
sels, as  well  as  in  other  tissues  (see  p.  280)  and  that  gas  may  form  in 
the  blood  in  caisson  disease  (see  p.  10). 

Parasites  and  Other  Foreign  Bodies  in  the  Blood. — The  occurrence  of 
animal  and  vegetable  parasites  is  considered  more  in  detail  in  parts  of 
this  book  devoted  to  these  organisms.  It  will  suffice  to  mention  here 
that  the  more  important  of  the  animal  parasites  of  the  blood  are:  The 
malarial  parasite,  Trypanosomata,  and  FUaria  sanguinis  hominis. 

The  various  forms  of  bacteria  which  may  be  found  in  the  blood  will 
be  considered  in  parts  of  this  book  in  w^hich  these  organisms  are  treated 
in  detail.'     Parenchyma-celi  emboli  are  considered  on  page  28. 


Qeneral  Diseases  Involving  the  Blood  and  Blood-Forming 

Organs.^ 

There  is  a  group  of  diseases  in  which  the  essential  lesion  seems  to  be 
an  alteration  in  the  composition  of  the  blood,  although  in  some  mem- 

*  For  rfmtrn^  of  this  subject,  with  bibliography,  consult  Welch  in  article  on  Embolism 
in  Allbutt'a  "System  of  Medicine,"  vol.  vi.,  p.  2&8. 

'  WeUh,  ibid,  p.  254. 

'  For  methods  and  results  of  bacterial  studies  of  the  blood,  with  bibliography,  consult 
KUhnau,  Zeit.  f.  Hyg.,  Bd.  xxv..  p.  492,  1897;  Rosenberger,  Am.  Jour.  Med.  Sci.,  vol.  cxxvi., 
1903,  p.  234;  Canon,  "Die  r»akteriologie  des  Blutes,"  Jena,  1905;  Lenhartz,  "Die  Septi- 
schen  Erkrankungen,"  Wien,  1903. 

*  For  a  full  discussion  of  the  subjects  treated  in  this  chapter  the  reader  is  referred  to 
van  Noorden,  "  Bleichsucht,"  Nothnagel's  "Spec.  Path.  u.  Therap.";  and  to  Ehrlich  and 
Lcuarus,  "Die  Anaemic,"  Nothnagel's  "Spec.  Path.  u.  Therap." 
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bers  of  the  group  other  lesions  are  also  present.  This  group  embraces 
Chlorosis,  Secondary  and  Pernicious  Anaemia,  Leukiemia,  and  Pseudo- 
Leukaemia. 

CHLOBOSIS. 

Chlorosis  is  a  disease  of  the  blood,  attended  with  a  diminution  in  the 
haemoglobin,  and  usually  in  the  number  of  the  red  blood  cells. 

Of  the  essential  element  in  the  incitement  of  this  disease  and  of  the 
exact  method  of  its  origin  we  are  ignorant.  The  condition  has  been 
attributed  to  congenital  hypoplasia  of  the  heart  and  blood-vessels,  to 
prolonged  malnutrition,  to  intestinal  intoxication,  and  to  functional 
disturbance  of  an  unknown  nature  in  the  blood-producing  organs. 

In  the  mildest  grade  of  chlorosis  the  only  change  to  be  observed  is  a 
diminution  of  hspmoglobin.  In  severer  forms  may  be  added  a  diminution 
in  number  and  moderate  variations  in  size  and  shape  of  the  red  cells.  In 
very  severe  and  relapsing  cases  the  hipmoglobin  may  be  excessively 
decreased;  the  red  cells  may  number  less  than  two  million  per  cubic 
millimetre,  and  the  average  size  of  the  cells  be  less  than  normal.  The 
leucocytes  are  not  increased  in  number.  There  may  be  a  slight  relative 
increase  of  the  lymphocytes;  megalocytes,  microcytes,  and  poikilocytes 
may  appear  (see  Plate  II.,  Fig.  2). 

The  specific  gravity  of  the  blood  is  diminished;  the  alkalinity  of  the 
blood  and  serum  is,  as  a  rule,  diminished  slightly,  while  the  power  of 
coagulation  remains  normal.  Even  in  cases  of  considerable  severity  the 
degenerative  changes  in  the  viscera  characterizing  other  forms  of  anae- 
mia have  been  found  wanting,  although  degenerative  changes  in  the  red 
cells  may  occur  in  accordance  with  the  severity  of  the  disease.  The 
liver  does  not  contain  an  excess  of  iron,  and  the  urine  is  free  from  patho- 
logical urinary  pigments. 

The  regeneration  of  the  blood  in  chlorosis  under  rest  and  treatment 
with  iron  may  usually  be  rather  promptly  effected,  by  increased  activity 
of  the  red  marrow,  which  is  probably  hyperplastic.  This  regenerative 
process  may  be  indicated  in  the  blood  by  the  periodical  appearance  of 
considera})le  numbers  of  normoblasts.  The  appearance  of  these  nu- 
cleated red  cells  mav  be  accompanied  bv  a  moderate  increase  of  leuco- 
cytes,  both  mononuclear  and  polynuclear.  Myelocytes  also  may  rarely 
be  seen. 

SECONDABT  ANJEMIA. 

While  chlorosis  may  be  considered  usually  a  disease  of  adolescence 
and  while  its  occurrence  is  almost  wholly  confined  to  the  female  sex, 
there  is  another  type  of  blood  change  which  seems  best  classified  under 
the  heading  of  secondary  anaemia,  and  which  is  independent  of  sex  or 
age.  The  determining  agents  are  either  of  a  general  nature,  such  as  poor 
food  and  bad  air,  or  they  are  actual  diseases,  or  they  may  be  intestinal 
parasites,  or  finally  chronic  poisoning.  Among  those  diseases  which  are 
likely  to  induce  a  well-defined  anaemia  we  may  mention  prolonged  sup- 
puration, diseases  of  the  stomach  and  intestines,  malaria,  syphilis,  and 
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malignant  tumors.  The  intestinal  parasites  are  chiefly  the  Ankylostoma 
duodenale  and  the  Bothriocephalus  latus.  The  poisons  are  lead  and, 
more  rarely,  arsenic.  The  alterations  which  are  apparent  on  examining 
the  blood  are  very  variable,  depending  upon  the  agent.  The  haemoglobin 
is  regularly  diminished  to  a  greater  per  cent  than  the  red  cells;  it  may 
fall  as  low  as  15-20  per  cent;  the  red  celb  rarely  fall  below  one  million. 
Nucleated  red  cells  of  the  normoblastic  type  are  frequent  in  the  severe 
cases;  megaloblasts  are  not  found  except  in  the  most  advanced  cases, 
and  then  in  small  numbers.  As  a  rule  the  average  diameter  of  the  red 
cells  is  slightly  below  normal,  with  a  moderate  poikilocytosis.  Granular 
degeneration  is  present  to  a  variable  extent  in  the  red  cells  except  in 
malaria  and  lead  poisoning,  when  it  is  the  rule.  In  the  anaemias  pro- 
duced by  the  intestinal  worms  the  blood  picture  may  be  that  of  per- 
nicious anaemia,  with  a  great  increase  in  the  size  of  the  cells  and  the 
appearance  in  the  blood  of  numerous  megaloblasts,  thus  forming  an 
exception  to  the  general  rule  that  the  blood  of  secondary  anaemia  is 
normoblastic  in  type.  The  leucocytes  are  increased,  as  a  rule,  in  cases 
due  to  suppuration  and  to  tumors;  in  other  forms  there  is  usually  but 
little  change  in  the  number,  though  it  is  impossible  to  formulate  a  gen- 
eral rule  (Plate  II.,  Fig.  3). 

PEBNICIOUS  ANJEMIA. 

Pernicious  anaemia  is  a  disease  of  the  blood  and  blood-forming  organs, 
characterized  by  excessive  destruction  associated  with  defective  produc- 
tion of  red  cells. 

The  exact  relation  of  the  factors  concerned  hi  the  causation  of  the 
disease  has  not  been  determined.  It  may  be  said,  ho^vever,  that  while 
very  rapid  cases  of  pernicious  anaemia  have  been  observed  unaccom- 
panied by  the  usual  lesions  in  the  bone-marrow  associated  with  defec- 
tive haematogenesis,  the  disease  seems  not  to  exist  without  excessive 
haematolysis. 

Pernicious  anaemia  may  probably  originate  as  a  primary  disease  of 
the  blood  or  bone-marrow,  but  many  cases  apparently  primary  have 
been  shown  at  autopsy  to  be  secondary  to  such  conditions  as  cancer, 
nephritis,  tuberculosis,  atrophy  of  the  gastric  mucosa,  or  the  presence  of 
parasites  in  the  blood  or  intestine.  The  studies  of  Hunter  indicate  that 
the  destruction  of  the  blood  may  in  some  cases  result  principally  in  the 
portal  circulation  and  particularly  in  the  spleen  from  the  action  of  toxic 
substances  absorbed  from  the  intestines.  Whatever  its  origin,  the  dis- 
tinguishing feature  of  pernicious  anaemia  is  the  fact  that  the  anaemia  is 
entirely  disproportionate  to  any  apparent  cause,  and  when  once  estab- 
lished tends  to  progress  to  a  fatal  issue. 

The  essential  lesion  is  an  extreme  and  progressive  diminution  in  num- 
ber and  very  great  variation  in  size  and  form  of  the  red  blood  cells  (as 
shown  in  Plato  II.,  Fig.  4).  Nearly  constant  is  a  widely  distributed 
lesion  of  the  bone-marrow,  in  which  the  normal  nucleated  red  cells  are 
partly  replaced  by  an  excessive  number  of  larger  nucleated  corpuscles  or 
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megaloblasts,  with  atrophy  of  fat  cells.  The  destruction  of  haemoglobin 
is  followed  by  a  considerable  deposit  of  iron  in  the  liver,  spleen,  marrow, 
and  other  organs,  and  by  the  appearance  of  abnormal  pigment  in  the 
urine.  The  prolonged  anamia  may  be  accompanied  by  fatty  degenera- 
tion in  the  viscera,  especially  of  the  liver,  kidneys,  and  heart  muscle. 
As  a  combined  result  of  fatty  changes  in  the  arterial  walls  and  of  the 
diminution  in  albuminous  ingredients  and  in  the  coagulability  of  the 
blood,  haemorrhages  in  various  parts  of  the  body,  especially  the  retina, 
are  of  frequent  occurrence.  Disseminated  areas  of  sclerosis  in  the  spinal 
cord  have  been  described  and  regarded  as  the  result  of  minute  haemor- 
rhages in  this  region. 

In  the  blood  the  red  cells  are  usually  reduced  to  less  than  two  million 
and  often  to  half  a  million  per  cubic  millimetre.  Of  the  remaining  cells 
a  considerable  percentage  may  be  abnormally  large  (megalocytes),  or 
very  small  (microcytes).  Cells  of  very  irregular  shape  are  often  present 
in  abundance  (poikilocytes)  (Plate  II.,  Fig.  4).  The  quantity  of 
haemoglobin  in  the  majority  of  the  cells  is  usually  increased,  but  may  be 
diminished  in  a  certain  proportion  of  cells,  which  then  resemble  those 
found  in  chlorosis.  The  ''  haemoglobin  index  '' — that  is,  the  relation  of 
the  total  percentage  of  haemoglobin  to  the  total  number  of  cells — may  be 
normal  when  a  deficiency  of  ha'moglo})in  in  one  cell  is  counterbalanced 
by  a  proportionate  excess  in  another. 

A  variety  of  degenerative  changes  in  the  red  cells  are  commonly 
present,  including  especially  those  alterations  in  the  staining  reactions  of 
the  protoplasm  known  as  polychromatophilia  and  granular  degeneration. 
In  the  first  the  cell  stains  a  more  or  less  uniform  blue  with  methylene 
blue;  in  the  second  the  cells  contain  granules  which  give  a  strong  baso- 
philic staining  reaction. 

Nucleated  red  cells  of  normal  size  (normoblasts)  are  of  frequent  occur- 
rence in  the  blood  of  well-established  pernicious  anaemia.  Abnormally 
large  nucleated  red  cells  (megaloblasts)  are  a  nearly  constant  element 
and  are  of  great  diagnostic  importance,  as  they  indicate  the  presence  of 
a  grave  lesion  in  the  bone-marrow.  They  are  rather  more  abundant 
than  the  normol)lasts  in  well-developed  cases. 

Megalocytes  and  megaloblasts  usually  show  an  excess  of  haemoglobin, 
may  exhibit  amoeboid  movement,  and  have  no  tendency  toward  the 
formation  of  rouleaux.  Extremely  large  nucleated  red  cells  (giganto- 
blasts^  are  frequently  found  in  advanced  cases,  and  in  these  cells  as  well 
as  in  the  megaloblasts  the  nuclei  may  be  rarely  seen  in  various  stages  cf 
normal  or  pathological  mitosis.  ''  Blood  crises,"  by  which  is  indicated 
the  appearance  of  large  numbers  of  nornio-  or  megaloblasts  in  the  circu- 
lation, may  occur  in  pernicious  anaemia,  but  it  must  be  remembered  that 
the  blood  picture  in  any  severe  anaemia  varies  much  from  day  to  day 
without  any  marked  alteration  in  the  general  condition  of  the  patient. 
In  the  absence  of  complications  producing  leucocytosis  in  pernicious 
anaemia,  the  leucocytes  are  usually  diminished  in  number.  There  is  a 
relative  increase  in  the  number  of  lymphocytes,  and  usually  a  few  myelo- 
cytes may  be  found. 
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A  very  rare  variety  of  a  rapidly  fatal  form  of  anaemia  has  been  de- 
scribed in  which  the  number  of  red  cells  is  diminished  without  the  blood 
showing  the  changes  characteristic  of  pernicious  anaemia.  The  bone- 
marrow  in  these  cases  has  been  found  to  be  fatty  instead  of  hyperplastic 
as  in  the  typical  marrow  of  pernicious  anaemia.  It  has  been  suggested 
that  the  bone-marrow  for  some  unknown  reason  had  not  responded  to  the 
call  made  upon  it  by  the  rapid  haematolysis  taking  place  in  the  disease, 
and  therefore  did  not  undergo  the  megaloblastic  changes  so  character- 
istic of  the  bone-marrow  in  well-marked  cases  of  pernicious  anaemia. 

LEUKJEMIA  (LETTCOCYTHJEMIA). 

Leukaemia  is  a  disease  in  which  the  characteristic  changes  are  an  alter- 
ation in  the  relative  proportions  of  the  different  leucocytes  of  the  blood, 
with  usually  an  increase  in  their  number,  and  the  appearance  of  certain 
forms  not  seen  in  the  circulation  under  normal  conditions.  The  red  cells 
are  diminished  in  number,  and  abnormal  forms  appear  in  the  blood. 
Accompanying  these  alterations  in  the  circulating  blood  are  changes  in 
the  bone-marrow,  less  often  in  the  spleen  and  in  the  lymph-nodes.  Its 
inciting  factors  are  still  unknown.  Leukamiia  may  be  classed  in  four 
types,  which  are  fairly  well  defined  clinically  and  morphologically,  but 
between  these  there  exist  many  transitional  forms,  especially  from  the 
point  of  view  of  the  morphology  of  the  blood.  These  four  types  are  the 
acute  and  the  chronic  lymphatic  leukaemia  and  acute  and  chronic  my- 
elogenous leukaemia  (spleno-myelogenous). 

Acute  Lymphatic  Leukaemia  is  a  disease  resembling  clinically  an  acute 
infection,  with  a  rapidly  increasing  anaemia,  enlargement  of  the  lymph- 
nodes,  as  a  rule,  and  a  moderate  increase  in  the  size  of  the  spleen  and 
liver.  Cases  are  on  record,  however,  in  which  there  was  no  enlargement 
of  the  spleen  or  lymph-nodes.*  The  blood  changec  are  very  character- 
istic. The  red  cells  diminish  rapidly  in  numbers,  normoblasts  are  pres- 
ent, and  the  leucocytes  are  increased,  though  usually  below  100,000. 
The  forms  present  are  chiefly  lymphocytes,  either  large  or  small,  the 
large,  as  a  rule,  predominating.  The  bone-marrow  is  altered  to  a  tissue 
showing  large  numbers  of  lymphocytes,  the  so-called  lymphoid  hyper- 
plasia, which  often  extends  to  the  lymphoid  tissue  in  the  viscera. 

Chronic  Lymphatic  Leukaemia. — The  blood  shows  a  severe  anaemia 
with  great  increase  in  the  lymphocytes.  The  small  forms  of  the  lymph- 
ocytes are  most  abundant,  in  contradistinction  to  the  acute  type  of  the 
disease,  in  which  the  large  forms  are  usually  in  excess.  The  lymph-nodes 
and  spleen  are  usually  enlarged;  the  bone-marrow  is  in  a  condition  of 
lymphoid  hyperplasia,  and  there  are  lymphoid  infiltrations  in  the  various 
organs  (see  Plate  II.,  Fig.  5). 

Acute  Myelogenotis  Leukaemia. — A  few  cases  of  leukipmia  of  the 
myelogenous  type  have  been  reported  in  which  the  clinical  course  was 
very  acute,  with  a  rapidly  increasing  anaemia  and  the  occasional  appear- 
ance of  nucleated  red  cells.     In  some  of  the  cases  the  blood  was  not 

*  See  Kelly,  University  of  Pennsylvania  Medical  Bulletin,  1903,  p.  270. 
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characteristic  and  the  diagnosis  could  be  made  only  after  death  by  a 
study  of  the  changes  in  the  bone-marrow;  in  others  the  blood  picture 
resembled  that  of  a  chronic  myelogenous  leukaemia  with  the  usual  large 
percentage  of  myelocytes.  Some  of  the  cases  diagnosed  as  acute  myelog- 
enous leukaemia  were  undoubtedly  of  the  type  of  disease  known  as 
chloroma,  while  others  were  presumably  acute  infections  with  a  high 
leucocytosis  and  the  appearance  of  a  few  myelocytes  in  the  blood  with 
a  marked  hyperplasia  of  the  bone-marrow  due  to  the  prolonged  septic 
condition.  The  diflSculties  in  the  diagnosis  of  acute  myelogenous  leu- 
kaemia are  complicated  by  the  fact  that  the  lymphocytes  in  acute  lym- 
phatic leukaemia  may  be  greatly  diminished  toward  the  end  of  the  disease, 
and  a  few  myelocytes  may  appear  under  these  conditions,  thus  render- 
ing a  differentiation  impossible.* 

Chronic  Myelogenous  Leukaemia. — The  blood  shows  a  severe  anaemia, 
rarely  of  a  pernicious  type,  with  marked  quantitative  and  qualitative 
changes  in  the  leucocytes.  The  increase  in  number  of  white  cells  may 
be  to  more  than  one  million  per  cubic  millimetre.  Myelocytes,  both 
neutrophilic  and  eosinophilic,  are  quite  constantly  present  in  consider- 
able numbers.  They  may  form  a  large  proportion  of  the  leucocytes 
present.  Basophile  cells  are  very  abundant  in  cases  of  long  duration, 
especially  the  type  with  polymorphic  nuclei,  myelocytes  with  baso- 
philic granulations  being  rare.  In  rapidly  advancing  cases  mitoses  may 
be  rarely  seen  in  the  red  cells  and  in  the  leucocytes  (see  Plate  II., 
Fig.  5). 

The  pathological  forms  of  leucocytes  in  myelogenous  and  lymphatic 
leukaemias  have  little  or  no  amoeboid  motion.  This  explains  the  inter- 
esting fact  that  the  pus  from  an  abscess  in  a  leukaemic  subject  contains 
only  the  polynuclear  neutrophile  cells  found  in  such  exudates  in  persons 
with  a  normal  blood  condition.  In  acute  infections  and  after  treatment 
with  the  Rontgen  rays,  the  number  of  myelocytes  present  in  the  circu- 
lation may  be  greatly  reduced  and  the  blood  may  even  lose  the  cell  forms 
characteristic  of  leukaemia,  the  myelocytes  being  replaced  by  lymphocytes 
or  the  ordinary  polynuclear  leucocytes  of  normal  type. 

The  same  condition  may  be  seen  in  mild  cases,  which  may  under  treat- 
ment reach  a  point  in  which  it  is  difficult  to  make  a  diagnosis  from  the 
blood  alone. 

In  this  connection  it  must  be  remembered  that  the  blood  picture  in 
pernicious  anaemia  and  the  leukaemias  is  a  very  variable  one.  As  a  rule, 
more  than  one  examination  is  necessary  for  a  certain  diagnosis,  and  it 
must  not  be  forgotten  that  occasionally  a  case,  apparently  of  pernicious 
anaemia,  may  go  on  to  a  typical  lymphatic  or  myelogenous  leukaemia. 

In  myelogenous  leukaemia  there  is  hyperplasia  of  the  bone-marrow, 
which  usually  fills  the  shafts  of  the  long  bones  with  a  firm,  pink  mass 
composed  largely  of  myelocytes.  This  hyperplasia  may  involve  the 
whole  bone-marrow  of  all  the  long  bones,  or  it  may  be  confined  to  irreg- 

*  BiUings  and  Capps,  "  Acute  Myelogenic  Leukaemia,"  Amer.  Jour.  Med.  Sci.,  vol.  cxxvi., 
p.  375,  1903. 
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ular,  scattered  areas,  so  that  one  should  be  critical  in  accepting  reports 
of  cases  of  leukaemia  without  bone-marrow  changes.  The  other  organs 
show  hyperplasia  of  lymphoid  tissue,  often  especially  well  marked  in  the 
gastro-intestinal  tract,  while  scattered  through  the  spleen  are  often  seen 
numerous  small  areas  containing  myelocytes. 

There  is  some  reason  to  think  that  in  the  spleen,  for  instance,  some 
multiplication  of  the  cells  goes  on  in  the  so-called  **  marrow  cell  or 
myeloid  metastases."  The  same  change  may  rarely  be  seen  in  the  liver 
and  lymph-nodes.  In  the  blood,  spleen,  and  marrow,  after  death,  elon- 
gated octahedral  crystals  (called  Charcot-Leyden  crystals)  are  occasion- 
ally found.  Ha?morrhages  into  the  serous  and  mucous  membranes  and 
the  retina  are  quite  frequent,  especially  the  latter,  and  fatty  degeneration 
of  the  viscera  is  a  quite  constant  expression  of  the  impoverished  condi- 
tion of  the  blood.  For  more  detail  concerning  the  lesions  of  the  organs 
see  chapters  on  spleen,  lymph-nodes,  bones,  etc. 

CHLOBOMA. 

Under  this  name  are  grouped  a  number  of  cases  in  which  greenish 
tumors  appear  in  various  parts  of  the  body.  When  these  tumors  in- 
volve the  bone-marrow,  the  circulating  blood  may  show  the  presence  of 
a  large  number  of  either  lymphocytes,  or  myelocytes,  or  of  the  primary 
marrow  cells  usually  called  myeloblasts.  At  the  same  time  there  is 
marked  anaemia.* 

PSEXTDO-LEXTKAMIA.    ( « <  Hodgkin  8  Disease,"  < * Adenie.") 

Under  this  term  it  has  been  customary  to  d<?scribe  a  rather  hetero- 
geneous group  of  cases  characterized  by  progressive  anaemia,  by  hyper- 
plasia of  the  lymph-nodes  and  -nodules,  with  an  occasional  but  by  no 
means  constant  involvement  of  the  spleen,  liver,  and  bone-marrow,  and 
by  new  growths  of  lymphatic  tissues  in  many  parts  of  the  body.  While 
anaemia  of  moderate  or  severe  grade  is  ver>'  constantly  present  in  this 
disease,  the  increase  of  leucocytes  characteristic  of  leukaemia  is  wanting. 

Of  the  exact  nature  of  the  disease  (if  it  be  a  single  disease)  very  little 
is  definitely  known.  The  enlargement  of  the  lymph-nodes  is  in  typical 
cases  due  to  simple  hyperplasia. 

In  the  smaller  nodes  the  architecture  of  the  follicles  and  sinuses  may 
be  but  slightly  changed,  and  the  capsule  not  invaded  by  the  overgrowth 
of  lymphocytes.  In  the  larger  nodes  the  normal  anatomical  relations 
are  usually  lost,  and  the  capsule  may  be  infiltrated  with  lymphocytes. 
The  cells  of  the  germinal  centres  often  show  a  marked  hyperplasia  at 
the  expense  of  the  purely  lymphoid  portion  of  the  follicle.  Mitosee  are 
frequently  present  in  the  cell  nuclei  of  the  germinal  centres,  and  hirge 
multinuclear  cells  are  not  infrequently  seen.  Kosinophile  leucocytes 
are  occasionally  present  in  large  numbers.  In  some  cases  of  pseudo- 
leukaemia  an  extensive  growth  of  connective  tissue  takes  place  in  the 
node,  which  may  ultimately  contain  only  a  few  germinal  centres  and 

^  See  ref.  to  Dock  and  Sternberg,  foot-note,  p.  356. 
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only  traces  of  lymphoid  tissue.  Recent  evidence  favors  the  belief  that 
some  cases  classed  under  this  heading  may  be  of  an  infectious  char- 
acter,* one  of  the  most  frequently  observed  agents  being  the  tubercle 
bacillus.  Cases  of  primary  sarcoma  of  the  lymph-nodes  have  been 
described  as  cases  of  pseudo-leukaemia. 

The  condition  found  at  autopsy  varies  greatly  according  to  the  distri- 
bution and  character  of  the  new  growths  of  lymphatic  tissue.  The  lym- 
phatic nodules  involved  may  be  principally  limited  to  the  subcutaneous 
connective  tissue  (dermal  type).  Or  the  lymph-nodes  of  the  pharynx 
and  neck  may  be  chiefly  involved  (tonsillar  type).  Or  the  axillary  or 
inguinal  or  mediastinal  or  retroperitoneal  groups  may  be  involved.  A 
somewhat  characteristic  condition  is  produced  by  hyperplasia,  often  fol- 
lowed by  ulceration,  of  the  lymph-nodules  of  the  gastro-intestinal  tract 
(intestinal  type).  The  hyperplastic  lymph-nodes  may  be  isolated,  or 
they  may  be  joined  to  form  large  lobulated  masses.  The  enlarged  lymph- 
nodules  may,  in  the  intestine,  project  far  into  the  lumen  in  spheroidal  or 
polypoid  form,  and  are  sometimes  dark  in  color  as  the  result  of  the  de- 
composition of  the  haemoglobin  of  extravasated  blood  in  the  congested 
mucous  membrane  covering  the  nodules.  Hyperplasia  of  the  thymus 
has  been  described  in  association  with  the  lesions  of  the  lymph-nodes.* 
A  distinct  sub- variety  is  that  which  terminates  in  leukiemia.  In  general 
any  of  the  lymph-nodes  or  collections  of  lymphoid  tissue  may  be  involved, 
and  nearly  every  region  has  been  a  site  of  origin  for  the  new  growths 
of  lymphoid  tissue,  so  that  a  great  variety  of  combinations  may  be  seen. 

The  leucocytes  in  the  blood  may  be  slightly  increased  or  diminished, 
and  in  either  case  the  mononuclear  forms  may  be  relatively  increased. 
The  haemoglobin  and  the  red  corpuscles  are  reduced.  Myelocytes  have 
been  observed  in  moderate  percentage,  but  never  in  such  proportions 
as  in  leukaemia,  and  only  in  the  terminal  stages  of  the  disease. 

ANiEMIA   INFANTUM  PSEXXDO-LEUKJEMICA.   (Von  Jaksch.) 

This  is  a  somewhat  peculiar  form  of  anaemia  occurring  in  children, 
and  characterized  by  progressive  anaemia,  by  a  considerable  increase  of 
leucocytes,  by  enlargement  of  the  spleen  and  liver,  and  often  by  hyper- 
plasia of  the  lymph-nodes.  A  large  number  of  nucleated  red  cells  are 
present  in  well-marked  cases.  Myelocytes  are  found,  but  rarely  form 
more  than  ten  per  cent  of  the  white  cells. 

By  some  authorities  it  is  regarded  as  an  early  stage  of  leukreniia  or 
as  a  type  of  leukaniemia,  by  others  as  a  form  of  secondary  anii^mia  fol- 
lowing rachitis,  tuberculosis,  or  syphilis. 

The  histological  changes  in  the  blood-forming  organs  are,  so  far  as  is 
known,  very  similar  to,  but  less  pronounced  than,  those  of  leukaemia.' 

'  Flexncr,  "Multiple  Lyinj>ho-»areomnta."  .Tohns  Hopkins  Hosp.  Rpp.,  vol.  iii..  f).  153, 
1894;  altiio  Lontjcopr,  Bull,  of  tho  AyerC^lin.  Lab.  of  tlw  IVnn.  IIo-^^])..  No.  1,  1903,  p.  4 ;  Ptippen- 
heirn,  "  Ueber  P.srudolcnikilmit*  u.  verscli.  vcnvandto  Krankhoit.«<fornion,"  Arch.  f.  klin. 
Chir.,  Bd.  bcxi.  For  a  stutly  of  the  nflation  of  Hrxl^kin's  disea.'H^'  to  lympho-sarcoma  see 
Gibbone,  Am.  .Tour.  Mofl.  Soi.'.  vol.  cxxxii.,  p.  092.  19(J(i. 

*  Brigidio  and  Piccoli,  Ziegler's  Boitr.  z.  path.  Anat.,  Ikl.  xvi.,  p.  388. 

'Consult  Monti  And  Berggrun,  "  Die  chronLsche  Anaemic  d.  Kindosalters,"  Leipsic,  1892. 


CHAPTER  11. 

THE  LTMPH-NODES. 

General  Characteristice  of  the  Lymph-Kodes. 

It  is  well,  in  studying  the  lesions  of  the  lymph-nodes,  to  remember  that  they  are 
structures  so  placed  in  the  course  of  the  lymph-vessels  that  the  lymph,  in  flowing 
toward  the  larger  central  trunks,  passes  through  them,  undergoing  a  sort  of  filtration 
as  it  percolates  through  the  trabecule  of  the  lymph  sinuses.  If  this  fact  be  borne  in 
mind  the  lesions  of  the  lymph-nodes,  which  are  in  the  majority  of  cases  secondary,  are 
much  more  readily  understood.  Particles  of  pigment,  cells  from  malignant  tumors, 
fragments  of  dead  or  disintegrating  cells  either  free  or  within  phagocytes,  red  blood 
cells,  bacteria,  etc.,  which  in  any  way  get  into  the  lymph- vessels,  are  carried  along 
until  a  lymph-node  is  reached,  and  here  they  are,  in  part  at  least,  deposited  among  the 
trabecule  of  the  sinuses,  or  are  taken  up  by  phagocytic  cells,  while  the  lymph  passes  on 
and  out  of  the  efferent  vessels.  Soluble  toxic  substances  also  are  carried  into  the  lymph- 
nodes,  often  inciting  marked  and  significant  alterations.^ 

The  lymph-nodes  as  blood-forming  organs  stand  in  close  relationship  to  many 
abnormal  processes  in  the  body. 

What  is  called  lymphatic  tisstie  embraces  not  only  the  so-called  lymph-glands  and 
the  less  complex  but  still  well-defined  structures  found  in  the  stomach,  intestines,  ton- 
sils, and  elsewhere,  and  called  lymph  follicles,  but  also  the  less  well-defined,  irregular 
masses  of  tissue  resembling  that  of  lymph  follicles,  which,  as  Arnold  has  shown  (Vir- 
chow's  Archiv.  Bd.  Ixxx.,  p.  315;  Bd.  Ixxxii.,  p.  394;  Bd.  Ixxxiii.,  p.  289;  Bd.  lxxx\ii., 
p.  114),  are  widely  disseminated  in  variable  amount^s  in  different  parts  of  the  body;  in 
the  lungs,  beneath  the  pleura,  in  the  interlobular  septa,  and  elsewhere;  in  the  liver, 
kidneys,  etc.  Although  the  exact  nature  of  these  more  diffuse  masses  of  lymphatic 
tissue  is  too  little  understood,  as  indeed  is  that  of  the  lymph  follicles  and  glands  them- 
selves, there  is  reason  to  believe  that  they  are  analogous  structures  and  prone  to  be 
affected  by  similar  deleterious  agencies.  It  seems  better,  in  view  of  the  fact  that  the 
so-called  lymph-glands  are  not  glands  at  all,  in  the  ordinary  sense  of  the  word,  to  call 
them  lymph-nodes,  and  the  smaller  masses  of  lymphatic  tissue  scattered  through  various 
parts  of  the  body  lymph-nodules  instead  of  ** lymph  follicles."* 

There  is  considerable  variation  in  the  situation,  number,  and  size  of  lymph-nodes 
in  special  regions  of  the  body,  and  they  vary  in  size  ^ith  age.  It  may  be  said  that 
the  lymph-nodes  are  most  fully  developed  in  the  adult,  and  undergo  fatty  degeneration 
and  involution  in  old  age.^ 


Atrophy  is  a  very  regular  occurrence  in  old  age.  In  this  condition 
the  nodes  are  small,  hard,  and,  unless  pigmented,  light  in  color.  Micro- 
scopical examination  shows  a  marked  diminution  in  the  number  of  par- 
enchyma cells,  while  the  reticulum  and  the  capsule  and  trabeculse  may 
be  thickened.  There  may  be  an  accumulation  of  fat  around  the  node 
in  senile  atrophy. 

*  For  a  study  of  bacteria  in  nomial  lymph-nodes  sec  Kutble,  MGnch.  mod.  Wochenschr., 
1899,  p.  622. 

'*'  For  a  study  of  the  structure  of  lymph-nodes  see  Weidenreich,  Arch.  f.  mik.  Anat.,  Bd. 
Ixv.,  p.  1,  1905. 

'  For  a  study  of  regeneration  of  lymph-nodes  and  vessels  see  Meyer,  Johns  Hopkins  Hosp. 
Bull.,  vol.  xvii.,*p.  185,  1906,  bibl. 
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(Edema  of  the  lymph-nodes  may  be  associated  with  a  blocking  of  the 
associated  lymph-veasels.  Under  these  conditions  the  lymph  Binusea 
may  be  widely  distended  (Fig.  264). 

DEOBMXBATION. 
Amyloid  Degeneration  of  the  blood-vessels  and  reticulum  of  the 
lymph-nodes  occurs  under  the  conditions  which  favor  this  change  in 
general.  It  may  occur  in  connection  with  amyloid  degeneration  of  other 
parts  of  the  body,  or  by  itself.  It  may  occur  in  nodes  otherwise  normal, 
or  in  those  which  are  the  seat  of  other  lesions — thus  in  simple  chronic  or 


Fio.  264.— (Eni 


wirJciy  liiBtenJpti  with  clear  fluid.     The   lymph 
re  flatleneii  trora  jimjaure  of  the  fluid. 


tuberculous  inflammation.  It  is  frequently  found  in  the  mesenteric 
lymph-nodes,  in  connection  with  waxy  degeneration  of  the  intestinal 
mucous  membrane. 

Hyaline  Degeneration  of  the  external  layers  of  the  smaller  arteries  and 
the  capillaries  and  reticulum  of  the  lymph-nodes  occurs  occasionally  in 
old  age  or  in  connection  with  wasting  diseases. 

PIOHENTATION. 
The  pigment  which  is  very  frequently  found  in  lymph-nodes  may  be 
derived  from  the  ha-moglobin  of  the  blood,  either  in  the  nodes  themselves 
or  in  remote  parts,  or  it  may  be  formed  of  various  materials  introduced 
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into  the  body  from  without,  such  as  the  pigments  used  in  tattooing,  re- 
spired dust  particles  of  various  kinds — coal,  stone,  iron,  etc.  (Fig.  265). 
The  pigment  particles,  which  usually  lodge  first  in  the  lymph  sinuses, 
may  collect  here  in  large  quantities,  either  in  the  reticulum  or  the  cells 
lying  in  its  meshes;  they  may  penetrate  the  follicles  and  cords  and  find 
permanent  lodgment  there.  They  usually  induce  a  greater  or  less  degree 
of  chronic  inflammation,  so  that  in  extreme  cases,  such  as  are  frequently 
seen  in  the  bronchial  lymph-nodes,  nothing  is  finally  left  of  the  node,  but 
a  more  or  less  deeply  pigmented  mass  of  dense  connective  tissue.     The 


B,  lymph  follicles— nodule ;  C,  iitrifullicular  lymph 


function  of  the  node  may  be,  of  course,  in  this  way  partially  or  entirely 
destroyed.  The  pigment  in  these  cases  appears  to  reach  the  node,  in 
part  by  being  carried  along  free  in  the  lymph  current,  in  part  through 
transportation  by  leucocytes  in  which  the  particles  have  become  enclosed. 
Pigmentation  of  the  nodes  is  most  marked  in  those  about  the  root  of  the 
lungs,  which  are  frequently  of  a  mottled  gray  or  a  black  color,  but  it 
may  occur  in  the  mesenteric  and  other  nodes.  Under  similar  condi- 
tions the  diffuse  lymphatic  structure  in  the  lungs  and  liver  may  be  pig- 
mented. 

INFLAJIUATION. 

Acute  Inflammation  of  the  lymph-nodes  is  commonly  due  to  the  pres- 
ence of  pathogenic  nucro-organisms  or  of  toxic  Biil)stances,  usually  bac- 
terial in  origin,  which  may  be  formed  in  the  node  or  brought  to  it  in  the 
lymph  current  from  the  tributary  region  of  the  body.  Under  these  con- 
ditions the  nodes  are  usually  swollen,  reddened,  and  softer  than  normal, 
and  are  often  the  seal  of  small  hemorrhages.  One  or  all  of  the  nodes  of 
a  cluster  may  be  affected. 
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Two  forms  of  the  acute  inflammatory  proceas  may  conveniently  be 
recognized,  a  HyPEKPLASTic  and  an  exudative. 

In  the  HVPERPLA*ric  form  a  microscopical  examination  shows  the 
lesion  to  he  largely  due,  in  addition  to  the  hypersemia  and  hEemorrhage, 
to  a  proliferation  of  the  cells  of  the  node,  the  spheroidal  mononuclear 
cells  of  the  nodules  ("  follicles  ")  and  cords,  and  especially  the  endothe- 
lial cells  of  the  lymph-spaces  (Fig.  26C),  which  may  increase  in  number 
and  exfoliate  to  such  an  extent  as  to  fill  and  largely  distend  the  lymph 
sinuses.  These  endothelial  cells  often  contain  red  blood  cells,  leuco- 
cytes, and  fragments  of  other  cells  (Fig.  267).  In  diphtheria,  scarlatina, 
and  typhoid  fever,  as  well  as  in  many  other  infectious  diseases,  necrosis 
of  the  hyperplastic  tissue  is  common.    The  necrosis  is  usually  in  circum- 


scribed iirfiiM— focal  necroriis  -and  often  involves  especially  the  ger- 
minal centres  of  the  nodules. 

After  f^imple  hyperplasia  of  the  lyniph-nniiej!,  resolution  readily 
occurs.  Hut  if  necrosis  have  taken  place,  such  uresis  may  be  replaced 
by  fibrous  tis.sue. 

This  form  of  lesion  of  the  lymph-nodes  is  common.  It  may  occur  in 
the  cervical  nodes  with  many  forms  of  angina;  in  the  inguinal  nodes  in 
connection  with  acute  infectious  processes  in  the  external  genital  organs; 
in  the  axilla  with  infectious  processes  in  the  hand,  arm,  or  breast;  in 
the  mesenteric  nodes  with  infection  or  intoxicatittn  of  intestinal  or  other 
origin.  Himibr  lesions  occur  in  the  solitary  lymph-nodules  and  Fever's 
patches  of  the  intestine  (Fig.  2fiSi. 
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In  EXUDATIVE  or  suppuratire  forms  of  inflaminalion  of  the  lymph- 
nodes,  in  addition  to  the  simple  hyperplastic  changes  just  described, 
there  are  emigration  and  collection  of  leucocytflB,  with  the  formation 
of  more  or  less  fibrin  in  the  lymph  sinuses  as  well  as  in  the  interstices  of 
the  nodules.  The  capsule  of  the  nodes  may  l>e  infiltrated  with  exudate. 
With  these  changes  there  may 
lie  necrosis  and  softening  of 
the  tissue  of  the  nodes  and 
the  development  of  abscesses. 
Small  abscesses  may  coalesce, 
and  thus  a  considerable  part 
of  the  node  is  converted  into 
!i  suppurating  necrotic  mass — 
bubo.  Such  a  bubo  may  open 
externally  or  into  the  surround- 
ing tissue  and  heal  by  granu- 
lation tissue  and  cicatricial 
tissue;  its  contents  may  be 
absorbed  or  become  dry  and 
dense  and  calcified,  and  sur- 
rounded by  fibrous  tissue. 
Suppurative  inflammation  of  the  lymph-nodes  often  occurs  in  connec- 
tion with  suppurative  processes  elsewhere,  in  pyaemia,  venereal  in- 
fection, etc. 

The  lymph-nodes  of  children  are,  as  a  rule,  more  readily  involved  in 
infectious  processes  of  other  parts  than  are  those  of  adults. 

Chronic  Inflammation. — This  is  characterized  by  the  increase  of  the 
connective-tissue  ele- 
ments of  the  node, 
with  a  gradual  and 
commensurate  disap- 
pearance of  the  lym- 
phoid cells.  The  re- 
ticulum of  the  follicles 
and  sinuses  becomes 
thickened  and  fibrous, 
and  in  the  trabeculse 
and  capsule  new  con- 
nective tissue  is 
formed,  until,  in  ad- 
vanced cases,  the  en- 
tire node  may  be  move 
or  less  extensively 
converted  into  a  mass 

of  fibrous  tissue.  This  condition  is  very  frequently  seen  in  the  lower 
tracheal  and  in  the  bronchial  nodes,  apparently  as  a  result  of  the  lodg- 
ment in  them  of  respired  pigment  particles;  but  it  may  occur  in  any 
nodes,  either  as  a  result  of  repeated  moderate  degrees  of  inSammation  or 


Fia.  268. — HrrERpLABU  o 
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from  causes  which  we  do  not  know.  In  some  coses  the  nodes  are  greatly 
enlarged  and  the  new  tissue  contains  many  large  cells,  while  in  other 
cases  the  connective  tissue  is  dense  and  contains  but  few  cells  (Fig.  269).' 
Tuberculous  Inflammation  may  be  local,  confined  to  the  nodes,  or  it 
may  occur  in  connection  with  general  acute  miliary  tuberculosis,  or  with 
tuberculous  inflammation  of  single  organs.  It  may  occur  in  single  nodes, 
or  in  several  nodes  of  the  same  group,  or  in  groups  situated  in  different 
parts  of  the  body.     In  its  simple  and  acute  form  there  may  be  no  evi- 


Fia  269  — Chhomc  iNn^AUUATioN  or  Bronchial  Lympk-Node. 
ablitemtion  of  the  Ivmph  Binuees  and  otrophy  of  the  l)Tnph-ni>dulca  by  the 


dent  change  to  the  naked  eye  in  the  appearance  of  the  nodes,  or  they  may 
be  besprinkled  with  small,  grayish-wiute,  translucent  spots.  Under 
these  conditions  the  nodes  may  be  reddened  and  soft,  or  swollen  and 
denser  than  normal.  In  more  advanced  forms  of  the  lesion  the  tubercles 
coalesce  and  undergo  a  greater  or  less  degree  of  cheesy  degeneration. 
Under  these  conditions  the  cheesy  areas  are  evident  to  the  naked  eye  as 
more  or  less  sharply  circumscribed,  opaque,  whitish  or  yellowish  areas, 
frequently  surrounded  by  an  irregular,  more  translucent,  grayish  zone 
of  tubercle  tissue  which  merges  insensibly  into  the  adjacent  tissue. 
The  entire  node  may  become  involved,  and  more  or  less  completely  con- 
verted into  a  cheesy  mass,  in  the  periphery  of  which  a  zone  of  tubercle 
tissue  may  or  may  not  be  evident. 

Microscopically  the  small  nodules  or  miliary  tubercles  are  seen  to 
consist  of  more  or  less  circumscribed  collections  of  small  spheroidal,  or 
more  frequently  larger  polyhedral  cells,  with  or  without  well-defined 
giant  cells.  They  usually  commence  to  form  in  the  follicles  and  lymph 
cords  of  the  nodes,  and  from  these  may  spread  and  involve  the  entire 
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surrounding  tissue.  The  cheesy  degeneration,  which  here  as  elsewhere  is 
apt  first  to  involve  the  central  portions  of  the  tubercles,  presents  the 
usual  appearances.  Tubercle  bacilli  may  be  found  in  the  edges  of  the 
cheesy  areas  or  in  the  tubercle  tissue  about  them. 

Simple  inflammatory  changes  regularly  occur  in  the  periphery  of  the 
tubercles.  There  is  an  increase  of  cells  in  the  lymph  sinuses  and  follicles, 
and  a  more  or  less  marked  swelling,  and  apparently  a  proliferation  of  the 
cells  of  the  reticular  tissue  of  the  node.  In  cases  in  which  the  process  is 
chronic  there  is  often  marked  increase  of  the  connective  tissue  of  the 
nodes,  the  reticular  tissue  ])ecomes  dense  and  fibrous,  and  the  trabeculye 
and  capsule  are  thickened.  The  tubercles  themselves,  instead  of  under- 
going cheesy  degeneration,  may  become  fibrous  or  be  converted  into  a 
hyaline  material. 

The  cheesv  material  mav  dry  and  shrink,  and  become  enclosed  bv  a 
capsule  of  dense  connective  tissue  and  become  calcified;  or  it  may  soften, 
and  thus  cavities  be  formed  in  the  nodes,  filled  with  grumous  material; 
or  inflammatory  changes  may  be  induced  in  the  vicinity  of  the  nodes, 
leading  to  abscesses.  On  the  other  hand,  hyperplastic  inflammation  in 
the  periphery  of  the  afTected  nodes  may  result  in  their  becoming  bound 
together  into  a  dense  nodular  mass. 

The  formation  of  bone  in  lymph-nodes  has  been  described  in  con- 
nection with  tuberculous  inflammation,  carcinoma,  and  other  lesions.* 

Scrofula. — Tuberculous  inflammation  of  the  lymph-nodes,  espe- 
cially in  those  of  the  cervical,' bronchial  (Plates  III.  and  IX.),  and  mesen- 
teric groups,  often  occurs  in  children,  particularly  in  those  who  are  ill- 
nourished.  Northrup  and  Hovaird  found  in  an  analysis  of  200  cases  of 
tuberculosis  in  children  that  the  lungs  and  bronchial  lymph-nodes  were 
involved  in  148.'  Such  persons,  in  addition  to  the  lesion  of  the  lymph- 
nodes,  are  verv  liable  to  suffer  from  chronic  tuberculous  and  other  in- 
flammations  of  the  mucous  membranes,  skin,  periosteum,  joints,  and  the 
subcutaneous  and  other  connective  tissues.  This  general  condition  is 
known  as  scro/ula,  and  the  lesion  of  the  nodes  is  sometimes  called  scrofu- 
lous inflammation. 

While  in  many  cases  the  portal  of  entrj-^  of  the  tubercle  bacilli  is  not 
evident,  and  the  lesions  often  present  the  appearance  of  hyperplasia  of 
the  lymphoid  tissue  with  cheesy  degeneration  and  the  formation  of  more 
or  less  dense  fil:)rous  tissue  rather  than  the  typical  characters  of  tubercu- 
lous tissue,  nevertheless,  miliary  and  other  forms  of  tuberculous  inflam- 
mation aie  often  present  in  so-called  scrofula,  and  tubercle  bacilli,  while 
sometimes  absent,  are  often  present  and  virulent.* 

'  St»e  Mcrkcl,  Maiicli.  mod.  Woch.,  1905,  p.  1238. 

'  For  bibliography  of  cervical  tuberculous  Ivmph-nodes  8«>c  Dowd,  Annals  of  Surger\', 
May,  1899. 

*  For  a  study  of  tuberculous  bronchial  lymph-noiles  in  children  con.'^u't  Nffrthrup, 
N.  Y.  M(k1.  Jour,  vol.  liii.,  p.  203,  1891 ;  also  Bovaird,  ibid.,  vol.  Ixx.,  p.  1,  18G9.  Sec  further, 
reference  to  Marfan,  p.  643.  For  later  study  of  tuberculosis  of  Iv-mph-nodos,  especially  in 
childhood,  see  Harhits,  Jour.  Inf.  Di-*.,  vol.  ii.,  p.  143,  1905. 

*  In  the  examination  of  l>'mph-node»  for  tubercles  and  tubercle  baciUi  it  should  be 
remenibenMl  that  not  infreciuently  though  one  fails  to  find  either  morphological  tubercles  or 
staineil  batvlli,  the  inoculation  of  )X)rtions  of  the  fresh  tissue  into  guinea-pigs  will  show  that 
li^'ing  and  virulent  bacilli  were  present. 
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The  necrotic  portions  of  such  cheesy  lymph-nodes  in  scrofula  may 
soften  and  break  down,  and  by  the  establishment  of  purulent  and  necrotic 
inflammation  about  them  abscesses  may  form  which  may  open  externally. 
These  abscesses  may  heal;  but  usually  the  healing  is  difficult  and  slow, 
and  long-continued  suppurations,  frequently  with  the  development  of 
fistula*,  are  very  common.  Instead  of  softening,  the  cheesy  material  in 
the  nodes  may  become  dry  and  hard  and  undergo  calcification. 

Genkralizkd  Tuberculous  L-v^phadenitis. — Several  cases  have 
been  recorded  of  extensive  tuberculous  hyperplasia  of  the  lymph-nodes 
in  various  parts  of  the  body,  the  lesion  resembling  in  its  gross  characters 
that  of  pseudo-leuka?mia.  While  in  some  of  these  cases  the  morphology 
of  the  lesions  is  characteristic  of  tuberculosis,  in  others  the  new  tissue  is 
diffuse  and  consists  largely  of  new^-formed,  small,  spheroidal  and  polyhedral 
cells  w'ith  large  multinuclear  cells,  and  of  fibrous  tissue.  The  new-formed 
cells  may  undergo  necrosis.  Thus  the  tuberculous  nature  of  the  lesion  is 
not  always  plain,  even  on  microscopic  examination.  Animal  inoculations 
are  often  necessary  for  the  establishment  of  the  nature  of  such  cases.* 

Syphilitic  Inflammation. — The  lesions  of  the  lymph-nodes  which  occur 
in  connection  with  syphilis  vary  greatly,  depending  upon  the  stage  of  the 
disease.  In  the  primary  stage  the  nodes  in  the  region  of  the  seat  of  in- 
fection are  apt  to  present  the  lesions  of  an  ordinary  acute  inflammation, 
frequently  with  suppuration. 

In  the  secondary  stage  of  the  disease  the  nodes  of  other  regions,  neck, 
elbow,  axilla,  etc.,  are  often  swollen  and  hard.  On  microscopic  exam- 
ination, there  may  be  an  increase  of  connective  tissue  in  the  capsule  and 
trabecuhc,  but  the  chief  change  is  in  the  accumulation  in  the  follicles  and 
lymph  sinuses  of  larger  and  smaller  spheroidal  and  polyhedral  cells. 
The  reticular  tissue  mav  be  thickened  and  the  walls  of  the  blood-vessels 
infiltrated  with  cells.  In  this  condition  the  nodes  may  remain  for  a  long 
time,  not  tending  to  form  abscess;  or  they  may  undergo  resolution 
through  degeneration  and  absorption  of  the  cells. 

In  the  tertiary  stage  of  the  disease  the  nodes  may  l)e  the  seat  of 
chronic  inflammation  characterized  by  the  formation  of  gummata.  Un- 
der these  conditions  they  may  form  large,  firm  nodular  masses  from  the 
growing  together  by  new  connective  tissue  of  several  altered  nodes. 
The  gross  and  microscopical  characters  of  gummata  of  the  lymph-nodes 
are,  in  the  main,  similar  to  those  in  other  parts  of  the  body. 

HYPERPLASIA    OF  THE  LTMPH-NODES.     (Lymphoma.) 

In  addition  to  the  considerable  enlargements  of  the  lymph-nodes  in 
inflammation  which  have  been  described  above,  they  become  enlarged 
under  a  varietv  of  conditions  which  we  do  not  understand.  This  lack 
of  knowledge  of  the  etiology,  together  with  our  ignorance  of  certain 
functions  of  the  lymph-nodes,  and  the  morphological  similarity,  or  even 
identity,  which  these  enlarged  nodes  present  under  various  conditions, 

*  For  a  study  of  this  form  of  tuberculosis  consult  Crowder,  N.  Y.  Med.  Jour.,  vol. 
Ixxii.,  pp.  443  and  490,  19(X),  bibl. 
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render  it  very  difficult  to  decide  upon  the  exact  nature  of  the  change, 
and  in  many  cases  to  distinguish  one  form  of  enlargement  from  another. 

In  the  first  place,  there  is  a  class  of  cases  in  which,  sometimes  slowly, 
sometimes  with  great  rapidity,  the  lymph-nodes  of  certain  regions,  espe- 
cially the  abdominal,  axillary,  cervical,  and  inguinal,  enlarge,  not  infre- 
quently to  an  enormous  extent.  They  may  be  either  hard  or  soft,  even 
almost  fluctuating:  the  individual  nodes  may  be  distinct  or  merged  into 
one  another.  Sometimas  the  nodes  in  nearly  all  parts  of  the  body  are 
affected.  Microscopic  examination  shows,  in  the  soft  varieties,  a  large 
increase  of  small  spheroidal  and  polyhedral  cells  and  a  growth  of  the  retic- 
ular tissue.  It  is  a  new  formation  of  lymphatic  tissue,  but  the  normal 
relations  of  follicles,  cords,  and  lymph  sinuses  are  not  preserved.  In  the 
harder  varieties  there  is  a  thickening  of  the  reticular  tissue  in  addition  to 
an  increase  of  cells.  In  rare  cases  portions  of  the  nodes  become  necrotic. 
Sometimes  larger  and  smaller  haemorrhages  occur  in  the  nodes,  especially 
in  the  softer  forms.  In  addition  to  these  changes  in  the  lymph-nodes 
there  is,  in  a  considerable  proportion  of  cases,  a  new  formation  of  lym- 
phatic tissue  in  greater  or  less  quantity,  in  other  parts  of  the  body,  in  the 
spleen,  in  the  gastro-intestinal  canal,  in  the  marrow  of  bones,  in  the  liver, 
kidneys,  etc.,  and  the  number  of  lymphocytes  in  the  blood  and  in  other 
parts  of  the  body  is  increased.  This  general  condition  is  known  as 
Icukcemia  and  hiis  been  considered  above,  under  *'  Diseases  of  the  Blood 
and  Blood-Forming  Organs."  The  enlarged  lymph-nodes  in  this  disease 
may  be  called,  for  convenience,  leukwmic  lymphomata. 

In  the  second  place,  there  is  a  form  of  disease  resembling  leukaemia 
in  many  respects,  particularly  in  the  lesion  of  the  lymph-nodes,  usually 
with  a  less  prominent  involvement  of  the  spleen  and  other  lymphatic 
structures,  and,  which  is  more  striking,  no  increase  in  the  number  of 
leucocytes  in  the  blood.  This  is  called  Hodgkins  disease,  or  pseudo4eH' 
kcemia  (see  p.  440),  and  the  enlarged  lymph-nodes  may  in  this  case  be 
called  pseudo-leukcemic  lymphomaia.  The  lesions  of  the  lymph-nodes  are 
apparently  similar  in  both  diseases,  but  it  is  convenient  to  assign  dif- 
ferent names  to  them  because  they  seem  to  arise  under  different  con- 
ditions and  to  be  associated  with  j?  constant  difference  in  the  character 
of  the  blood.  There  is  some  reason  for  the  conjecture  that  Hodgkin's 
disease  may  be  infectious  in  its  nature.  Whether  the  pyogenic  cocci 
and  the  pneumococcus  which  have  been  found  in  the  lesions  are  the 
excitants  or  not  is  not  yet  certain. 

Le  Count  has  recently  described  a  benign  tumor — lymphoma — in  the 
groin  having  the  structure  of  a  lymph-node.^  A  form  of  generalized 
tuberculous  lymphadenitis  which  may  be  mistaken  for  Hodgkin's  dis- 
ease is  described  above. 

TT7M0BS. 

Sarcoma  occurs  in  the  lymph-nodes  as  a  primary  and  secondary 
tumor,  and  may  be  of  various  forms:  spindle-celled,  large  and  small 
round-celled,  and  angio-sarcoma.     It  is  not  easy  in  many  cases  to  dis- 

'  Lc  Count,  Jour.  Exp.  Med.,  vol.  iv.,  p.  559,  1899,  biblio^^raphy  of  lymphoma. 
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tinguish  morphologically  between  the  small  round-celled  sarcomata  and 
the  above-described  lymphomata,  but  in  general  the  leukaemic  and 
pseudo-leuksemic  lymphomata  remain  circumscribed,  while  the  sarco- 
mata tend  to  break  through  the  node  capsule  and  invade  the  surround- 
ing tissues.  Fibroma^  myzomai  and  chondroma  occur  in  the  lymph- 
nodes,  but  are  rare.  Endotheliomata  are  described,  but  are  not  common. 
Secondary  carcinomata  of  metastatic  origin  are  of  frequent  occurrence, 
the  form  of  the  cells  and  the  nature  of  their  growth  depending  upon  the 
seat  and  character  of  the  primary  tumors. 

When  the  cells  of  malignant  tumors  are  detached  in  lymph  channels 
and  are  carried  away  in  the  lymph  currents,  they  are  usually  sooner  or 
later  caught  in  the  meshes  of  the  perifollicular  lymph  sinuses  of  the 
nodes.  Here  they  may  grow,  encroaching  upon  the  lymphoid  tissue  of 
the  node,  which  they  may  finally  largely  or  wholly  replace.  The  node 
is  then  markedly  enlarged  and  harder  than  normal.  After  a  time  the 
proliferating  tumor  cells  may  overcome  the  retarding  action  of  the  lymph- 
node  filter,  and  pass  beyond  them  into  the  v^i^s,  whence  they  may  be 
widely  distributed. 

PABASITES. 

Aside  from  the  various  forms  of  bacteria  which  are  not  infrequently 
found  in  the  lymph-nodes  in  infectious  diseases,  among  the  animal  para- 
sites filaria,  trichina,  and  pentastomum  have  been  described. 

HiBMOLYMFH-NODES. 

Numerous  observers  have  described  the  occurrence  in  man  and  certain  of  the  lower 
animals,  under  normal  as  well  as  pathological  conditions,  of  structures  which  resemble 
lymph-nodes,  but  are  usually  smaller  and  are  red  or  mottled  red  and  white.  In  man 
they  are  found  especially  in  the  prevertebral  fat,  in  the  deep  cervical  region,  in  the 
retroperitoneal  region,  near  the  renal  vessels,  and  about  the  rim  of  the  pelvis.  They 
are  normally  present,  but  they  may  be  more  conspicuous  under  certain  pathologi- 
cal conditions — pernicious  anjemia,  acute  infections,  intoxications,  etc.  Their  color  is 
due  to  the  presence  of  blood  in  the  sinuses  of  the  nodes.  There  are  numerous  transi- 
tional forms  between  nodes  containing  lymph  sinuses  only  and  those  which  more  nearly 
resemble  the  spleen  in  character.  They  become  more  prominent  and  are  increased  in 
number  after  splenectomy  in  animals.^  These  stnictures  do  not  appear  to  be  lymph- 
nodes  in  which  blood  has  accumulated  from  hypera»mia  or  haemorrhage,  and  the  sinuses 
containing  blood  may  be  injected  from  the  blood-vessels.  In  the  most  typical  forms  of 
hflemolymph-nodes,  the  cortical  and  medullary  portions  are  not  well  defined  and  the 
germinal  areas  in  the  lymphoid  tissue  are  less  marked  than  in  lymph-nodes.  Many 
large  cells,  probably  proliferated  endothelium,  containing  red  blood  cells  and  blood  pig- 
ments, are  usually  present  in  the  lymph  sinuses.  In  addition  to  these,  phagocytic  cells, 
eosinophiles,  and  mast  cells  may  be  present. 

In  the  opinion  of  Warthin,*  who  has  made  esjwcially  careful  studies  of  these  struct- 
ures, and  of  others,  they  are  inconstant  or  variable  organs  related  to,  but  distinct  from, 
lymph-nodes,  and  having  special  hemolytic  and  possibly  other  functions.  The  studies 
of  Dayton  in  general  confirm  the  conclusions  of  Warthin.* 

'  See  Warthin,  "Vaughan  Anniversar>'  Contribution  to  Medical  Research,"  1903,  p.  216. 

'  For  a  fnll  and  excellent  summary  of  this  subject,  with  bibliography,  consult  Warthiiif 
Tran.s.  Chicago  Path.  Soc,  vol.  v.,  p.  151,  1902.  For  a  study  of  the  development  of  hsemo* 
lymph-nodes  in  adipose  tissue  see  Proc.  Path.  Soc.  of  Phila.,  vol.  vi.,  p.  229,  1903. 

*  Dayton,  Am.  Jour.  Med.  Sci.,  vol.  cxxvii.,  p.  448,  1904. 


CHAPTER  III. 

THE    SPLEEN  AND  THYMUS. 

The  Spleen. 

General  Characteristics  of  the  Spleen. 

In  studying  the  lesions  of  the  spleen  it  is  important  to  lx»ar  in  mind  the  peculiar 
relations  in  which  this  organ  stands  to  the  blood-ves8t»ls  and  to  the  circulation.  Aft«r 
passing  through  the  various  branches  of  the  splenic  artery  and  the  limited  systems  of 
capillaries  which  are  associat-eii  with  it,  tlie  bloo<l  is  not  received  at  once  into  venovs 
trunks,  as  in  other  parts  of  the  botiy.  but  is  jx>ureii  directly  into  the  pulp  tissue.  In 
this  it  circulates,  under  conditions  which  n»nder  it  liable  to  stagnation  and  undue  accu- 
mulation, lx»fore  it  is  taken  again  into  well-defined  vessels  through  the  open  walls  of 
the  cavernous  veins.  Moreover,  these  conditions,  naturally  vmfavorable  to  undisturl)ed 
and  vigorous  circulation,  are  riMuforced  by  the  association  of  the  splenic  with  the  slug- 
gish and  often  interrupted  portal  circulation.  liearing  these  considerations  in  mind,  it 
is  in  a  measure  plain  why,  as  is  in  fact  the  case,  the  spleen  should  be  more  liable  to 
alterations  in  size  than  any  other  organ  in  the  Inxiy,  and  why,  serving  as  it  does  as  a 
sort  of  blood  filter,  it  should  be  especially  susceptible  to  the  influence  of  delet<»rious 
materials  of  various  kinds  which  in  one  way  or  another  gain  access  to  the  blood.  The 
relationship  between  the  lymph-vessels  and  the  spleen  is  also  intimate.  Finally,  the 
spleen  as  one  of  the  blooil-fonning  organs  bears  an  im|K)rtant  rc^lationship  to  many 
abnormal  conditions^  in  the  body. 

Malformations  and  Displacements. 

The  spleen  may  be  absent  in  acephalous  monsters,  and  with  defective  development 
of  other  abdominal  viscera.  Absence  of  the  spleen  in  otherwise  normally  developed 
individuals  has  been  recorded.  There  may  in  this  condition  be  a  compensatory  hyper- 
plasia of  the  lymphatic  tissues  of  the  body.*  Small  accessory  spleens,  from  the  size  of 
a  hazelnut  to  that  of  a  walnut,  are  not  infrequent.  They  usually  lie  close  to  the  spleen, 
but  may  be  at  a  considerable  distance  from  it:  thus  they  have  been  found  embcjdded  in 
the  head  of  the  pancreas.*  Two  spleens  of  about  eijual  size  have  l)een  observed.  The 
spleen  may  be  made  up  of  several  distinct  lobes.  It  may  be  displaced  congenitally  or 
as  the  result  of  disease.  It  may  be  on  the  right  side  in  transposition  of  the  viscera.  As 
the  result  of  congenital  defects  in  the  diaphragm  the  spleen  may  be  found  in  the  thcjrax; 
or  in  deficient  closure  of  the  abdominal  wall  it  may,  together  \^ith  other  abdominal  vis- 
cera, be  found  outside  of  the  body. 

The  spleen  may  l^e  pressed  downward  by  any  increase  in  the  contents  of  the  thorax. 
It  may  be  bound  by  adhesions  to  the  concave  siirfacc  of  the  diaphragm,  so  that  its  long 
axis  is  nearly  horizontal  instead  of  vertical.  It  may  be  displaced  by  changes  in  the 
contents  of  the  abdominal  cavity.  If  the  organ  be  increasc'd  in  size  it  frequently  be- 
comes tilted,  so  that  its  lower  border  reaches  the  right  iliac  region.  If  the  ligaments  be 
too  long  congenitally,  of  if  they  are  lengtheneii  by  traction,  and  if  the  organ  is  at  the 
same  time  increased  in  weight,  it  may  become  very  movable.  It  may  sink  do^^-nward, 
with  its  hilus  turned  upward;  or  it  may  be  n)tated  on  its  axis,  and,  owing  to  torsion  of 

*  See   Hodenpi/l,  Mod.    Rvc.,  vol,  liv.,  p.  695,  1898,  bibl.     For   a   study  of   the  eflfect    of 
splenectomy  in    aninmlN    on    tho    harmolympli -nodes  see    Warthin,  "Vaughan  Anniversary' 
Contributions  to  Med.  Rew»arch,"  1903.  p.  216. 

*  Ha'molymph-nod<yj  may  be  mistaken  for  accessory  spleens. 
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the  vessels  thus  produced,  the  organ  may  atrophy;  or  the  pressure  of  the  ligaments  and 
vessels  across  the  duodenum  may  cause  occlusion  of  the  gut. 

W0T7NDS,   BTJFTX7BE,   AND  HiBMOBBHAGE. 

Wounds  of  the  spleen  are  usually  accompanied  by  extensive  haemor- 
rhage and  are  commonly  fatal.  Death  usually  occurs  as  the  result  of 
this  haemorrhage,  but  it  may  be  due  to  secondary  inflammatory  changes. 
Healing  and  recovery  may,  however,  occur. 

Rupture  of  the  spleen  may  be  traumatic  or  spontaneous.  In  the 
former  case  it  may  be  due  to  direct  violence  in  the  region  of  the  organ 
or  to  injury  to  the  thorax,  falls,  etc.  In  certain  diseased  conditions  the 
spleen  is  more  liable  to  rupture  than  when  it  is  normal.  The  rupture 
usually  involves  not  only  the  capsule,  but  a  more  or  less  considerable 
portion  of  the  parenchyma,  and  of  course  leads  to  haemorrhage.  Spon- 
taneous rupture  is  rare,  but  may  occur  in  excessive  enlargement  of  the 
organ,  as  in  typhoid  fever,  malaria,  etc. — see  below — or  as  the  result  of 
abscess. 

Haemorrhage. — Aside  from  the  extensive  haemorrhages  from  injury 
and  rupture,  the  spleen  may  be  the  seat  of  small  circumscribed  haemor- 
rhages in  various  infectious  diseases,  although,  owing  to  the  peculiar 
distribution  of  the  blood,  it  is  often  very  difficult  to  distinguish  between 
a  moderate  interstitial  haemorrhage  and  hyperaemia.  Sacculated  aneu- 
rism of  the  splenic  artery  has  been  reported. 

ATROPHY. 

Atrophy  of  the  spleen  may  occur  in  old  age;  as  a  result  of  prolonged 
cachexiae,  and  in  connection  with  profound  and  persistent  anaemia;  or, 
more  rarely,  from  unknown  causes.  The  capsule  may  be  wrinkled  and 
thickened,  the  color  pale,  the  trabecular  prominent,  the  consistence  in- 
creased. The  change  is  largely  in  the  pulp,  whose  parenchyma  cells 
are  decreased  in  num])er. 

DEGENERATION. 

Amyloid  Degeneration. — This  may  affect  the  glomeruli  or  the  pulp 
tissue,  or  both  together.  When  confined  to  the  glomeruli  the  spleen  may 
or  may  not  be  enlarged,  and  the  cut  surface  is  more  or  less  abundantly 
sprinkled  with  round  or  elongated,  translucent  bodies  resembling  consid- 
erably in  general  appearance  the  grains  of  boiled  sago.  These  are  the 
waxy  glomeruli.  Such  a  spleen  is  often  called  *'  sago  spleen ''  (Fig.  270). 
Microscopical  examination  shows  that  the  degeneration  is  confined  to  the 
walls  of  the  arteries,  capillaries,  and  reticulum  of  the  glomeruli,  with 
atrophy  and  often  finally  total  disappearance  of  the  lymphoid  cells. 

In  other  cases,  either  with  or  without  involvement  of  the  glomeruli, 
there  is  waxy  degeneration  of  the  blood-vessels  and  reticulum  of  the 
pulp,  which  may  occur  in  patches  or  be  general  and  more  or  less  exces- 
sive. If  the  alteration  is  general  and  considerable,  the  spleen  is  enlarged, 
its  edges  are  rounded,  its  consistence  is  increased.     On  section  it  appears 
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translucent,  and  the  distribution  of  the  degenerated  areas  may  be 
readily  seen  by  holding  a  thin  slice  up  to  the  light.  The  spleen  may  be 
alone  affected,  or  there  may  be  similar  degenerations  in  other  organs. 

FIOMBNTATIOir. 

This  may  occur  as  the  result  of  the  decomposition  of  hiemoglobin  in 
the  organ  or  elsewhere,  under  a  great  variety  of  conditions:  thus  afttr 
hemorrhagic  infarctions,  small  multiple  hiemorrhages,  acute  hyper- 
plastic splenitis,  and  in  liiemochromatosis,  etc.  Or  the  pigment  may  be 
anthracotic  and  be  brought  to  the  organs  from  the  limgs  or  bronchial 
nodes;    bile  pigment  may  also  be  deposited  in  the  spleen  in  jaundice. 


Fio.   270. — Amtu>id   DEaENERATioN-  or  THE  Qlouehuli   or  THE   Sfleem — 

"Saoo  Splbbn." 

The  wkxy  portjona  *re  stained. 

The  pigment  may  lie  in  the  walls  of  the  smaller  arteries,  in  the  cells  and 
reticulum  of  the  pulp,  or  free  in  the  latter  tissue,  or  in  the  follicles.  It  is 
usually  quite  unevenly  distributed.  The  pigment  may  be  red,  brown, 
or  black.  Anthracotic  pigment  is  deposited  especially  along  the  adven- 
titial sheaths  of  the  arteries.  It  may  be  sometimes  seen  with  the  naked 
eye  in  the  periphery  of  the  glomeruli  as  dark  crescents.  This  pigment, 
derived  from  the  lunp,  has  gained  access  to  the  blood-vessels,  through 
which  it  is  brought  to  the  spleen. 

DZSTUKBAirCSS  07  THB  OntOTH^TION. 

Anaemia. — This  may  be  associated  with  genera)  aniemia,  but  it  is  not 
always  present  in  this  condition.     When  marked  and  unassociated  with 
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other  lesions  the  spleen  is  apt  to  be  diminished  in  size,  the  capsule  more 
or  less  wrialded,  the  cut  surface  dry  and  lighter  in  color  than  normal, 
the  trabecule  unduly  prominent. 

In  this,  as  in  other  alterations  simply  of  the  blood  content  of  the 
spleen,  neither  the  gross  nor  microscopical  appearances  are  constant, 
because  of  the  redistribution  of  blood  which  is  apt  to  occur  in  the  vis- 
cera after  death. 

Hyperemia. — Passive  Hypbr^imia  may  occur  in  obstruction  to  the 
portal  circulation,  most  frequently  in  cirrhosis  of  the  liver,  but  also 
with  certain  valvular  lesions  of  the  heart,  emphysema,  etc.  The  spleen 
is  enlarged,  but  usually  only  to  a  moderate  degree.     The  capsule  is  apt 


Fia   271  — HrPFRCUit — CoNOLSTinN — or  the  Spi,een 

b,   Dinted  caipmoUB  veins     c    trabecule  or  pulp  tLiiiue  rompreased  betwpCD  ditsted 

c&%ernoue  \eia»     d   glnmerulua 

to  be  tense,  and  on  section  the  pulp  is  dark-red  and  may  be  soft  or  firm. 
The  cavernous  veins  are  dilated  (Fig.  271).  Usually,  when  the  lesion 
has  existed  for  some  time,  there  is  a  thickening  of  the  trabeculie  and 
reticular  framework  of  the  spleen,  so  that  these  are  prominent  on  section. 
In  other  words,  there  is  a  chronic  interstitial  splenitis  following  the 
chronic  congestion. 

Active  Hvper.emia  of  the  spleen,  which  in  most  cases  is  scarcely 
to  be  differentiated  from  some  forms  of  acute  inflammation,  and  piob- 
ably  in  many  cases  is  associated  with  it,  very  frequently  occurs  in  a  great 
variety  of  acute  and  infectious  diseases,  such  as  typhoid  fever,  pneu- 
monia, diphtheria,  pya-mia,  the  exanthemata,  etc.  The  spleen  is  en- 
larged, the  capsule  tense;  on  section  the  pulp  is  soft,  dark-red  in  color, 
often  swelling  out  from  the  cut  surface  and  concealing  the  glomeruli  and 
trabecule.  Under  these  conditions  the  cavernous  veins  are  distended 
with  blood  and  the  interstices  of  the  pulp  infiltrated  with  a  variable, 
sometimes  large  quantity  of  red  and  wliite  blood  cells.  Or,  in  addition 
to  this,  there  may  l>e  hyperplasia  (see  below). 
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Embolism  and  Infarction  of  the  Spleen. — Embolic  infarcts  of  the  spleen 
are  of  frequent  occurrence.  They  may  be  single  or  multiple,  small  or 
very  large,  sometimes  occupying  half  of  the  organ.  They  usually  arise 
from  the  detachment  of  thrombi  from  the  aorta  or  the  heart  valves. 
They  are  in  general  approximately  wedge-shaped,  corresponding  to  the 
area  of  tissue  supplied  by  the  occluded  artery  (Fig.  10,  p.  29),  They 
may  be  ha;morrhagic,  i.e.,  red,  or  they  may  be  white.  Infarctions, 
originally  red,  may  become  white  after  a  time  from  changes  in  the  blood 
pigment  (Fig.  272).  They  may  usually  be  seen  as  dark-red,  reddish- 
white,  or  white,  hard,  sometimes  slightly  projecting  areas  on  the  sur- 
face of  the  organ.  Not  infrequently  the  centre  of  the  infarction  is  light 
in  color,  while  ihe  peripheral  zone  is  dark  red.  A  layer  of  fresh  fibrin 
is  sometimes  seen  over  the  surface  of  the  infarction.     The  general  as 


well  as  the  microscopical  appearances  which  they  present  depend  largely 
upon  the  age  of  the  infarctions.  In  the  earlier  stages  the  hfemorrhagic 
infarctions  present  little  more  under  the  microscope  than  a  compact 
mass  of  red  blood  ceils,  among  which  may  be  seen  the  compressed  paren- 
chyma. The  white  infarction  may  show  at  first  an  outline  of  the  splenic 
structure,  but  the  entire  tissue  is  in  a  condition  of  coagulation  necrosis. 
The  tissue  may  disintegrate  and  soften,  and  be  more  or  less  completely 
absorbed,  with  or  without  fatty  degeneration.  A  zone  of  inflammatory 
tissue  may  appear  around  the  infarction  and  upon  the  capsule,  and  this 
tissue,  becoming  denser,  assumes  the  characters  of  a  cicatrix  and  con- 
tracts around  the  iinabsorl>ed  remnant  of  the  infarction,  so  that  finally 
nothing  may  be  left  but  a  dense  mass  of  fibrous  tissue,  which  frequently 
draws  in  the  surface,  causing  more  or  less  distortion  of  the  organ.  This 
cicatrix  may  l>e  pigmented  or  white. 

If  the  embolus  be  infective,  in  addition  to  its  mechanical  effects  there 
may  be  suppuration,  gangrene,  and  the  formation  of  abscess.     There 
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may  be  perforation  of  the  capsule  and  fatal  peritonitis.     Infarctions  of 
the  spleen  may  follow  thrombosis  of  the  splenic  vein. 

Thrombosis  of  the  splenic  vein  is  rare  as  a  primary  lesion,  but  it 
may  be  of  secondary  occurrence  in  connection  with  portal  or  mesenteric 
thrombosis,  with  other  lesions  of  the  spleen,  or  with  acute  inflammation 
of  the  pancreas.  Thrombosis  of  the  splenic  vein  has  been  reported 
following  typhoid  fever. 

INFLAMMATION. 

Inflammatory  Hyperplasia  {Acute  Hyperplastic  Splenitis,  Acute  Splenic 
Tumor), — The  conditions  under  which  hyperplasia  and  acute  inflamma- 
tion of  the  spleen  occur  have  already  been  mentioned  under  "Active 
Hypermiaea,"  with  which  it  is  usually  associated.  It  is  a  frequent  though 
not  a  constant  accompaniment  of  the  acute  infectious  diseases.  The 
spleen  is  enlarged,  sometimes  to  two  or  three  times  its  normal  size.  On 
section  the  pulp  is  soft,  often  almost  difl^uent,  and  projects  upon  the  cut 
surface.  The  color  is  sometimes  dark-red,  sometimes  grayish-red,  or 
mottled  red  and  gray.  The  trabeculae  and  glomeruli  are  usually  con- 
cealed by  the  swollen  and  softened  pulp,  but  the  glomeruli  are  sometimes 
unusually  prominent. 

Microscopical  examination  shows  the  marked  increase  in  size  to  be 
due  in  part  to  the  hyperemia;  in  part  to  a  swelling  and  increase  in  the 
number  of  cells,  sometimes  of  the  pulp,  sometimes  of  the  glomeruli,  or 
of  both.  There  are  multinuclear  cells;  cells  resembling  the  ovoidal  and 
polyhedral  cells  of  the  pulp,  but  larger  and  with  evident  division  of  the 
nuclei.  Cells  resembling  leucocytes  may  be  present  in  large  numbers, 
and  larger  and  smaller  cells  in  a  condition  of  fatty  degeneration,  or  con- 
taining pigment,  are  often  seen.  The  elongated  cells  lining  the  cavernous 
veins  may  be  swollen  or  increased  in  number.  Not  infrequently  the 
larger  and  smaller  cells  contain  red  blood  cells  or  their  fragments.  In 
some  cases,  particularly  in  scarlatina,  hyperplasia  of  the  glomeruli  is  a 
prominent  feature;  in  other  cases,  particularly  in  typhus  and  recurrent 
fevers,  the  cells  of  the  glomeruli  undergo  marked  degenerative  changes, 
so  that  they  may  form  small  softened  areas  looking  like  little  abscesses. 
Focal  necroses  and  areas  of  small-celled  accumulation  or  cell  prolifera- 
tion are  common  in  typhoid  fever  and  other  infectious  diseases  (see 
p.  198).  As  the  primary  disease  runs  its  course  the  swelling  of  the 
spleen  subsides,  the  capsule  appears  wrinkled,  the  color  becomes  lighter, 
and  sometimes  the  organ  remains  for  a  long  time,  or  permanently,  small 
and  soft. 

The  lesions  of  the  spleen  are  in  many  cases  due  to  the  presence  of 
micro-organisms  which  are  usually  present  in  the  spleen  in  septicaemia, 
or  they  may  be  due  to  soluble  toxic  substances  in  the  blood.* 

Suppurative  Splenitis  {Splenic  Abscess). — Small  abscesses  may  be 
found  in  the  spleen  as  the  result  of  minute  infectious  emboli,  and  these 

*  For  a  study  of  the  rdle  of  the  spleen  in  infections  see  Courmoni  and  Duffau,  Arch,  de 
m6d.  exp.,  t.  x./p.  431,  1898,  bibl. 
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may  coalesce  to  form  larger  abBcesaes.  Sometimes  the  entire  paren- 
chyma is  converted  into  a  soft,  necrotic,  purulent  mass  surrounded  by 
the  capsule.  It  is  rare  for  simple  infarctions  to  result  in  abscess.  Ab- 
scess of  the  spleen  may  occur  from  the  propagation  of  a  suppurative 
inflammation  to  the  organ  from  adjacent  parts;  from  perinephritic 
abscesses,  ulcer  and  carcinoma  of  the  stomach,  etc.  They  may  open 
into  the  peritoneal  cavity,  inducing  fatal  peritonitis,  or,  owing  to  an  ad- 
hesive inflammation,  the  opening  may  occur  into  the  post-peritoneal 
tissue,  into  the  pleural  cavity,  lung,  stomach,  intestines,  or  they  may  open 
on  the  surface.  On  the  other  hand,  the  contents  of  the  abscess  may 
dry,  shrink,  and  become  encapsulated  and  calcified.  Al)scesses  may 
occur  in  ulcerative  endocarditis,  pya-mia,  typhoid  fever,  and,  more  rarely, 
in  intermittent  fever,  and  under  a  variety  of  other  conditions. 

Chronic  Indurative  Splenitis  {Chronic  Splenic  Tumor). — There  may  be, 
as  we  have  already  seen,  a  new  formation  of  connective  tissue  in  the 
spleen  as  a  result  of  chronic  congestion  or  infarctions,  or  al>out  abscesses. 
But  there  is  a  more  diffuse  formation  of  connective  tissue,  usually  in  the 
nature  of  a  hyperplasia,  which  occurs  under  a  variety  of  conditions, 
and  is  now  marked  and  extensive,  and  again  comparatively  ill-defined. 
It  is  always  associated  with  more  or  less  extensive  changes  in  the  paren- 
chyma. In  its  most  marked  form  if  is  found  in  chronic  malaHal  poison- 
ing; and  under  these  conditions  it  may  be  found  not  only  in  persons  who 
have  suffered  from  repeated  attacks  of  intermittent  fever,  but  also  in 
those  who  have  not  thus  suffered  but  have  resided  in  malarial  regions. 
The  enlarged  spleen  is  often  called  "ague  cake."  >5imtlar  conditions, 
though  usually  less  marked,  may  occur  in  congenital  and  acquired  syphi- 
lis, from  prolonged  typhoid  fever,  and  as  a  result  of  acute  hyperplas- 
tic splenitis  from  various  causes,  and  also 
in  leuktemia  and  pseudo-leu  kEemia. 

The  gross  appearance  of  the  spleen 
in  chronic  indurative  splenitis  varies 
greatly,  both  in  the  size  of  the  organ  and 
in  the  appearance  of  the  section.  The 
spleen  may  be  enormously  enlarged  or  it 
may  be  of  alwut  normal  size.  It  is 
usually,  however,  enlarged.  The  capsule 
is  commonly  more  or  less  thickened,  fre- 
quently unevenly  so.  The  consistence  is 
as  a  riile  considerably  increased,  but  this 
Fia.  273.— Chhonic  isDnHATjvE  is  not  always  the  case.  The  color  and 
°'"  '""  appearance  of   the  cut   surface   present 

much  variation.  It  may  be  nearly  nor- 
mal or  it  may  be  grayish,  or  dark  brown, 
or  nearly  black.  The  color  may  be  uni- 
form or  the  surface  may  be  mottled.  The  glomeruli  may  be  scarcely 
visible  or  very  prominent;  the  trabecule  are  in  some  cases  nearly  con- 
cealed by  the  pulp;  in  others  they  are  large,  prominent,  and  abundant, 
so  that  the  surface  is  crossed  in  all  directions  by  an  interlacing  network  of 
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broader  and  narrower  irregular  bands,  between  which  the  red  or  brown 
or  blackish  pulp  lies. 

Not  less  varied  are  the  microBcopicai  appearances  of  the  spleen  under  . 
these  conditions.     In  one  class  of  cases  there  is  more  or  less  uniform 


hyperplasia  of  both  pulp  and  interstitial  tissue.  The  parenchyma  cells 
are  increased  in  size  and  numlier;  there  may  be  swelling  and  prolifera- 
tion of  the  lining  cells  of  the  cavernous  veins  (see  Fig.  273).  The  retic- 
ulum of  the  pulp,  as  well  as  that  of  the  glomeruli,  and  also  the  trabeculse, 
are  thickened.  In  another  class  of  cases  the 
thickening  of  the  reticular  and  trabecular 
tissue,  either  uniformly  or  in  patches,  is  the 
prominent  feature  (Fig.  274),  while  the 
changes  in  the  pulp  are  rather  secondary 
and  atrophic.  In  both  forms  irregular  pig- 
mentation is  frequent,  the  pigment  particles 
being  deposited  either  in  the  cells  of  the  pulp 
or  glomeruli,  or  in  the  new-formed  intersti- 
tial tissue  (Fig.  275).  Finally,  there  are  all 
intermediate  forms  of  induration  between  Fio.  275.— Maumai,  Spleei 
those  described,  and  the  changes  are  by  no 
means  uniform  in  the  same  organ.  When  these 
spleene  are  large  they  are  liable  to  displacement. 
Syphilitic  Splenitis. — This  lesion  may  pre- 
sent itself  as  an  indurative  process  clue  to  the  formation  of  new  connec- 
tive tissue,  and  present  no  distinct  morphological  characteristics.  In 
rare  cases,  however,  gummnta  may  be  present  in  connection  with  the 
new  fibrous  tissue;  then  the  nature  of  the  lesion  is  evident. 


Showing  thickeniiig  o!  the 
trabecuUr  network  of  the  pulp, 
with  pigmeotatioD  of  the  pulp 
cella. 
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Tuberculous  Splenitis. — This  lesion  is  usually  secondary  to  tuberculous 
inflammation  in  aome  other  part  of  the  body,  or  is  the  result  of  the  gen- 
eral infection  in  acute  general  miliary  tuberculosis.  The  tubercles  may 
be  very  numerous  and  still  invisible  to  the  naked  eye,  or  they  may  be 
just  visible,  or  as  large  as  a  pin's  head,  and  very  thickly  strewn  through 
the  organ  or  sparsely  scattered.  In  other  cases  the  tubercles  are  larger, 
sometimes  as  large  as  a  pea  (Fig.  276),  and  they  are  then  ordinarily  not 
numerous.  Microscopically  they  present  the  usual  variety  of  structure, 
sometimes  as  simple  tubercle  granula,  sometimes  as  conglomerate  tuber- 
cles; they  may  consist  simply  of  a  collection  of  small  spheroidal  cells, 
or  there  may  be  larger  polyhedral  cells  and  giant  cells  with  a  well-defined 


FiCl.  276. — TUBEHCTTLOBIH  OF  THE  SPLEEN. 

The  tubercles  are  large  and  irreKulu  in  shape  and  diatribution,  and  ai 


a  places  confluent. 


reticulum.  Cheesy  degeneration  occurs  under  the  usual  conditions. 
Tubercle  bacilli  are  commonly  present,  particularly  in  the  more  acute 
forms,  sometimes  in  small,  sometimes  in  enormous  numbers.  They  seem 
to  be  especially  abundant  in  acute  general  miliary  tuberculosis  of  chil- 
dren. These  tubercles  may  be  formed  in  the  glomeruli,  in  the  walla 
of  the  smaller  arteries,  in  the  pulp  tissue,  and  in  the  trabecular  and  cap- 
aule.  Owing  to  the  peculiar  character  of  the  spleen  tissue  the  earlier 
stages  are  not  readilj'  recognized,  since  simple  collections  of  small  sphe- 
roidal cells  are  not  distinctly  outlined  against  the  normal  tissue.  There 
is  frequently  a  moderate  swelling  of  the  spleen,  owing  to  hypenemia  and 
hypei'plasia  of  the  parenchyma. 

Perisplenitis. — Acute  Inflammation'  of  the  capsule  of  the  spleen 
may  occur  as  a  part  of  a  general  or  localized  peritonitis,  or  as  a  result 
of  lesions  of  the  spleen  itself,  such  aa  infarctions,  abscesses,  and  acute 
hyperplastic  inflammation.  Under  theae  conditions  a  fibrinous  pellicle, 
with  more  or  less  pus,  may  be  formed  on  the  surface  of  the  organ. 
Chronic  Inflammatiun,  resulting  in  the  production  of  new  connective 
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tissue,  either  in  patches  or  as  a  more  or  less  general  thickening  of  the 
capsule,  is  of  frequent  occurrence.  It  may  follow  acute  inflammation  of 
the  capsule,  or  he  a  part  of  general  or  localized  chronic  peritonitis,  it 
is  common  in  connection  with  chronic  indurative  splenitis,  and  it  may 
occur  from  unknown  causes.  Sometimes  the  capsule  is  three  or  four 
millimetres  in  thickness  over  a  considerable  area;  sometimes  very  small 
nodular  thickenings  or  papillary  projections  occur.  As  a  result  of  this 
process,  adhesions,  sometimes  very  extensive,  may  form  between  the 
spleen  and  adjacent  parts.  The  thickened  capsule  is  sometimes  more 
or  less  extensively  calcified. 

CHBOHZO  ENDOTHELIAL  HYPERPLASIA  OF  THE  SPLEEN.  ("Pri- 
mary Splenomegaly.") 
Bovaird  has  recently  described  a  slowly  progressive  lesion  developing 
in  early  life  in  which  the  spleen  was  greatly  enlarged  and  firm  in  text- 
ure, presenting  on  section  numerous  irregular  white  or  yellowish  areas, 
extending  from  the  capsule  into  the  substance  of  the  organ.     The  splenic 


and  mesenteric  lymph-nodes  and  the  liver  were  enlarged.  On  micro- 
scopic examination  the  spleen  lesion  was  fotuid  to  consist  largely  of  an 
excessive  proliferation  of  the  endothelial  cells  of  the  pulp  (Fig.  277),  in 
part  alone,  in  part  associated  with  fibrous  hyperplasia.  Similar  en- 
dothelial hyperplasia  occurred  in  the  splenic  and  mesenteric  lymph- 
nodes  and  in  the  I'onnective  tissue  of  the  liver.  There  was  marked  pig- 
mentation of  the  involved  lymph-nodes  and  in  the  liver  lesion.  This 
condition  lias  apparently  been  several  times  described,  but  has  been 
usually  regarded  as  tumor  rather  than  endothelial  hyperplasia.' 

'  K..r  .li'lails  „(  lln.<  l™.m   r«.<.  H-vaird.  Am.  .lour.  Mel.  S<-\..  veil.  fxx„  p.  377,  1900^ 
also  Jirill.  MiimMbaum,  uiU  Lihman.  ibid.,  vol.  rxxix.,  p.  401,  I0U5. 
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ALTERATIONS    OF  THE    SPLEEN    IN     LETTKiEMIA    AND  PSEUDO- 

LET7X2MIA. 

The  lesions  of  the  spleen  are  essentially  similar  in  both  of  these  con- 
ditions. They  consist,  in  general,  of  a  hyperplasia,  sometimes  most 
marked  in  one,  sometimes  in  another,  of  the  structural  elements  of  the 
organ,  but  they  usually  all  participate  in  the  alterations.  The  changes 
which  occur  in  the  earlier  stages  are  but  little  known.  The  gross  ap- 
pearances of  the  spleen  vary.  It  is  as  a  rule  enlarged  and  sometimes  is 
ten  or  fifteen  times  the  normal  size.  It  is  commonly  hard,  but  is  some- 
times  of  the  ordinary  consistence,  or  softer,  and  the  capsule  is  gener- 
ally thickened  and  rough.  The  section  of  the  spleen  may  be  of  a  uni- 
form dark-red  color,  but  it  is  more  frequently  mottled  red  and  gray. 
Sometimes  the  glomeruli  are  inconspicuous,  but  they  are  very  often 
enlarged  and  prominent.  They  may  be  two  to  four  millimetres  in 
diameter,  and,  owing  to  an  infiltration  of  the  arterial  sheaths  with  lymph 
cells,  may  appear  to  the  naked  eye  as  grayish,  round  or  elongated  bodies, 
arranged  along  branching,  interrupted,  grayish  streaks.  The  trabecular 
may  be  greatly  thickened,  as  also  the  reticulum  of  the  pulp,  so  as  to  be 
evident  to  the  naked  eye.  Brown  or  black  pigment  may  be  collected 
around  the  glomeruli  or  in  the  pulp.  Hsemorrhagic  infarctions  or  cir- 
cumscribed extravasations  of  blood  may  further  complicate  the  picture. 

Microscopically  the  appearances  are  essentially  the  same  as  those 
above  described  in  acute  hyperplasia  and  in  chronic  interstitial  splenitis, 
depending  upon  the  stage  and  variety  of  the  disease.  *  Owing  to  the  great 
size  which  some  such  spleens  attain  they  are  liable  to  displacement, 
and  they  may  interfere  by  pressure  with  the  functions  of  neighboring 
organs. 

TUMOBS. 

Primary  tumors  of  the  spleen  are  rare.  Small  fibromata,  sarcomata, 
and  cavernous  angiomata  sometimes  occur.  Sarcoma  and  carcinoma 
may  occur  in  the  spleen  secondarily  either  as  metastatic  tumors  or  by 
extension  from  some  adjacent  part,  as  the  stomach.  Dermoid  cyste 
are  described,  but  are  rare.  Other  larger  and  smaller  cysts,  whose  mode 
of  origin  is  in  most  cases  obscure,  not  infrequently  occur;  some  of  these 
may  be  lymphangiomata.* 

PARASITES. 

Pentastomum  denticulatum  is  not  infrequently  found  in  the  spleen, 
usually  encapsulated  and  calcified.  Cysticercus  is  rare.  Echinococcus 
is  occasionally  found,  and,  if  the  cysts  are  large  or  numerous,  may  cause 
more  or  less  extensive  atrophy  of  the  organ. 

Various  forms  of  bacteria  have  been  found  in  the  spleen.  The  pyo- 
genic cocci  have  been  found  in  pyaemia,  small-pox,  ulcerative  endocar- 
ditis, diphtheria,  and  under  other  conditions.  The  Bacillus  anthracis 
occurs  here  in  anthrax;  the  Bacillus  tuberculosis  in  tul>ercuIous  inflam- 

*  For  oystf*  of  spleen  see  Otto,  Arbeiten  path.  anat.  Inst.  Tubingen,  Bd.  v.,  p.  13,  1904. 
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mation;  and  typhoid  bacilli  in  typhoid  fever.   Spirochete  Obermeieri  may 
be  present  in  relapsing  fever. 

The  Thymus. 

MALFOBMATION  AND  HYFEBTBOPHT. 

Small  accessory  thymus  glands  are  occasionally  found  near  the  thyroid. 

It  is  usual  for  the  development  of  the  thymus  to  reach  its  height  in  the  early  years 
of  life.  It  then  undergoes  involution  or  atrophy,  losing  its  epithelial  characters  and 
becoming  largely  composed  of  lymphoid  cells.  It  is  finally  represented  in  old  age  by  a 
small  mass  of  fat  tissue.  Occasionally,  however,  the  thymus  persists  until  youth  or 
middle  age.*  Furthermore,  it  may  become  enlarged — so-called  hypertrophy  of  the  thy- 
mus. The  enlargement  is,  however,  due  to  a  hyperplasia  rather  than  hypertrophy: 
the  new-formed  tissue  may  present  a  more  or  less  marked  lobulated  or  glandular 
appearance.  This  new-formed  tissue,  according  to  the  studies  of  Sultan  and  Lochte, 
may  be  largely  composed  of  lymphoid  cells,  or  of  larger  polyhedral  cells,  so-called 
" epithelioid'*  cells.^    Focal  necroses  have  been  recorded  in  diphtheria. 

EUEMOBBHAGE. 

Small,  and  sometimes  large,  haemorrhages  are  occasionally  seen  in  the 
thymus  of  young  children  as  the  result  of  venous  congestion  in  asphyxia, 
poisoning,  etc.     They  may  also  occur  in  the  ha?morrhagic  diathesis.' 

INFLAMMATION. 

Suppurative  inflammation  of  the  thymus  is  of  occasional  occurrence, 
and  is  usually  secondary  to  a  similar  inflammatory  process  in  some  other 
part  of  the  body.  Tuberculous  and  syphilitic  lesions  of  the  thymus  are 
described,  but  are  rare. 

TTJMOBS. 

Sarcoma  of  the  spheroidal-cell  form  is  the  most  common  tumor; 
Angioma,  Endothelioma,  and  Dermoid  Tumors  are  recorded. 

*  For  the  significance  of  a  persistent  th>Tnus  in  certain  cases  of  sudden  deatli  see  Norton, 
Phila.  Med.  Jour.,  vol.  i.,  p.  249,  1898,  bihl. :  also  rcf.  to  Ewing,  p.  49.  On  the  relationship 
of.h>'perplasia  in  a  persistent  th>TnuH  to  Ilodgkin's  disea.st»  consult  Brigidi  and  Piccoli,  Zieg- 
ler's  Beitr.  z.  path.  Anat.,  etc.,  Bd.  xvi.,  p.  388, 1894.  For  astudy  of  the  weight  of  the  thymus 
in  infancy  see  Boi^aird  and  NicoU,  Arch,  of  Pediatrics,  Sept.,  19()6. 

*  See  Lochle,  Centbl.  f.  allg.  Path.  u.  path.  Anat.,  Bd.  x.,  p.  1,  1899,  bibl. 

*  For  a  study  of  *'  Apoplexy"  of  the  thymus  see  Mendelsohn,  Arch.  f.  Kinderheilkunde, 
Bd.  xliv.,  p.  1,  1906. 


CHAPTER  IV. 

THE  THTROID  AND  ADBENALS. 

The  Thyroid. 

Malformations . 

The  thyroid  gland  is  sometimes  very  small,  either  as  the  result  of  atrophy 
or  as  a  congenital  deficiency.  For  the  relationship  of  this  condition  to  cretinism  and 
myxoedema  see  page  403. 

The  thyroid  may  be  irregularly  lobulateil.  There  may  be  small  accessory  gbinds 
situated  at  some  distance  from  the  normal  position,  as  in  the  mediastinum  or  pleura.^ 

DEGENERATION. 

Colloid  degeneration  of  the  epithelial  cells  of  the  gland,  and  the  filling 
of  the  alveoli  with  colloid  material,  are  of  common  occurrence,  and  when 
in  moderate  degree  may  be  regarded  iis  normal,  since  a  certain  amount  of 
this  change  is  found  in  many  otherwise  apparently  normal  glands.  It 
may  occur,  however,  to  such  an  extent  as  to  constitute  an  important 
lesion  (see  below). 

Amyloid  degeneration,  particularly  of  the  blood-vessels,  is  of  infrequent 
occurrence. 

Hyaline  degeneration  of  the  stroma  of  the  thyroid  may  occur. 

DISTX7BBANCES  OF  CISOXJULTIGN. 

Hyperemia  of  the  thyroid  gland,  often  accompanied  by  considerable 
enlargement  of  the  organ,  may  1^  the  result  of  valvular  disease  of  the 
heart;  it  occurs  in  Basedow's  disease;  it  may  be  temporary  or  perma- 
nent, and  in  the  latter  case  may  be  associated  with  the  formation  of  new 
connective  tissue.  Haemorrhages  may  occur,  leading  to  cysts  and  to 
pigmentation  of  the  organ. 

INFLAMMATION.    (Strumitis.) 

Inflammation  of  the  thyroid  gland  is  not  very  common  and  may  occur 
under  a  variety  of  conditions,  especially  in  infectious  diseases,  sep- 
ticaemia, typhoid  fever,  diphtheria,  etc.  It  may  result  in  the  formation  of 
larger  and  smaller  abscesses  or  in  the  production  of  new  connective  tissue 
which  may  be  associated  with  atrophy  of  the  parenchyma.  Tubercu- 
lous inflammation,  with  the  fornuition  of  miliary  tubercles,  is  of  infre- 

*  For  references  to  studicH  on  removal  and  transplantation  of  the  thyroid  see  foot-note, 
p.  78. 
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quent    occurrence.*    Syphilitic    inflacunatiop,  with    the  formation    of 
gumniata,  has  been  described,  but  is  rare.* 


BTBJJVUL.    (HTperplaaia  of  the  Thyroid;   Goitre.) 

Among  the  most  important  of  the  lesions  of  the  thyroid  is  the  en- 
largement of  the  organ  commonly  known  as  the  goitre  or  struma.  The 
enlargement  of  the  gland  may  occur  in  several  ways.  Thus,  a  simple 
hyperemia  may,  as  above  stated,  lead  to  considerable  enlargement  of 
the  organ,  and  this  is  sometimes  called  struma  kyperaviica.  The  true  goi- 
tre, however,  consists  in  the  enlargement  of  the  old  and  the  formation 
of  new  gland  alveoli,  while  with  these  changes  there  is  very  frequently 


Fio.  278. — Colloid  Stkuma — GorniE, 
The  colloid  material  filling  llie  alveoli  is  stained  red. 

associated  a  greater  or  less  amount  of  colloid  degeneration.  When  there 
is  new  formation  of  gland  tissue  the  growth  has  the  character  of  an  ade- 
noma. The  hyperplasia  may  occur  diffusely,  so  that  the  whole  gland  is 
more  or  less  enlarged:  or  it  may  occur  in  the  form  of  circumscribed  nod- 
ules. When  the  colloid  degeneration  is  prominent,  so  that  the  tumor 
has  a  gelatinous  appearance,  it  is  called  colloid  struma  (Fig.  278).'  Ac- 
cumulations of  fluid,  blood,  colloid,  etc.,  in  the  old  or  new-formed  alveoh, 
may  lead  to  dilatation  and  atrophy  of  the  walls  of  the  alveoli,  so  that 

'  See  Roger  and  Gamifr,  .\rch.  g«n.  de  mfid.,  t. 

'  For  a  Mtudy  of  llie  normal  and  pathologic  liisi 
cunnult  Mailer.  Ziegler's  Beitr.  I.  path.  Anal.,  e\c. 
ZiPKler's  Bcitr,,  Bd.  \xxiii,.  1903,  p.  159.  Fur  mi 
403  and  va. 

'  For  a  consideration  of  tlie  nature  of  colloid  a. 
ZieglerV  Keitr.  i.  {wtli.  Anal.,  etc..  Bd.  xvi.,  p.  dWt 
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cysts,  sometimes  of  large  size,  are  formed.  Thus  occurs  the  cystic  struma. 
Again,  the  blood-vessels  may  undergo  marked  dilatation,  so  that  we  may 
have  a  telangiectatic  struma;  or,  cavernous  angiamata  may  form  within 
goitres.  Very  frequently  all  these  varieties  of  lesions  are  present  in  the 
same  goitre.  The  appearances  may  be  rendered  still  more  complex  by 
the  occurrence  of  hsemorrhages  and  pigmentation,  calcification,  purulent 
or  indurative  inflammation  (strumitis),  and  by  the  not  very  infrequent 
association  with  carcinoma  and  sarcoma.  The  excitants  of  goitre  are  not 
well  understood.  The  growth  is,  as  a  rule,  slow,  but  occasionally  a  very 
rapid  enlargement  occurs  as  the  result  of  a  sudden  increase  of  the  col- 
loid degeneration.  In  many  cases  even  very  large  goitres  give  rise  to 
but  moderate  inconvenience,  but  they  may  assume  great  significance  by 
encroaching  upon  neighboring  parts.  Thus  death  may  be  caused  by 
pressure  on  the  trachea,  oesophagus,  or  on  the  large  vessels.  For  lesions 
believed  to  be  characteristic  of  exophthalmic  goitre  see  p.  404. 

TUMOBS. 

Some  of  the  forms  of  goitre  above  described  may  be  regarded  as 
tumors  or  may  be  associated  with  tumors.  Sarcoma  and  endothelioma 
are  the  most  common  tumors  of  the  thyroid. 

Sarcoma,  either  spheroidal  or  spindle-celled,  may  occur  as  primary 
tumors  in  the  thyroid,  either  in  otherwise  normal  glands  or  in  connec- 
tion with  struma.*  Melano-sarcoma  has  been  observed.  Secondary  sar- 
comata are  rare. 

Primary  carcinoma,  both  glandular  and  scirrhous,  occurs  in  the  thy- 
roid, and,  particularly  ip  the  softer  forms,  may  spread  to  adjacent  parts 
and  occasionally  form  distant  metastases.  Dermoid  cysts  are  of  occa- 
sional occurrence.'     Blood  cysts  are  frequently  found.' 

PARASITES. 
Echinococcus  cysts  have  been  found  in  the  thyroid. 

PARATHYBOID  GLANDS. 

Closely  connected  with  the  thyroid,  occasionally  \%'ithin,  sometime  without  its 
capsule,  are  four  small  gland-like  bodies,  usually  two  on  each  side.  These  are  the 
parathyroids  (''epithelial  bodies'')  and  are  af^arently  associated  with  the  thyroid  in 
function.  There  may  be  accessory  parathyroids.  The  parathyroids  appear  to  be  of 
great  importance  in  the  metabolism  of  the  body,  since  their  complete  removal  appar- 
ently usually  leads  to  fatal  tetany.*  The  parathyroids  may  be  the  seat  of  tumors.* 
Other  lesions  have  been  described,  but  the  nature  and  pathology  of  these  organs  are 
too  little  understood  to  permit  of  further  consideration  of  them  here. 

*  Consult  for  Bumniary  of  observations  on  sarcoma  of  the  thyroid,  Morf,  Jour.  Am.  Med. 
Ass'n,  vol.  xxxii.,  p.  911,  1899,  bibl. 

*  For  a  r^9unU  of  mixed  tumors  of  the  thyroid  see  Leo  Loch,  Am.  Jour.  M<k1.  Sci.,  vol. 
cxxv.,  p.  243,   19()3. 

'  For  a  study  of  ha^morrliagic  cvsts  of  the  thyroid  see  Bradley,  Jour.  Exp.  Med.,  vol.  i., 
p.  401,  1896. 

*  For  a  study  of  the  parathjToids,  with  bibl.,  see  Thftmpson,  Jour.  Med.  Res.,  vol.  xv., 
p.  399,  1906. 

*  See  MacCallum,  Johns  Hopkins  Hosp.  Bull.,  vol.  xvi.,  p.  87,  1905;  also  Weicfiadbaunif 
Verh.  Deut.  Path.  Ges.,  Bd.  x.,  p.  83,  1907. 
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The  Adrenals.     (Suprarenal  Bodies,  Suprarenal  Capsules.) 

Kalfoniiations. 

In  acephaUc  and  other  monsterB  the  adrenals  may  be  atrophied  or  entirely  absent. 
SometJmeB  in  weU-formed  adults  these  organs  cannot  be  discovered.  There  may  be  lit- 
tle rounded  nodules  lofwely  attached  to  the  surface  of  the  adrenals  and  having  the  same 
structure.  Accessory  and  misplaced  adrenals  are  not  uncommon.  A  few  cases  have 
been  reported  oC  acceaaory  adrenals  in  the  broad  ligament.'  They  may  be  present  in 
the  liver.' 

If  one  kidney  be  absent  or  in  an  abnormal  potation  its  adrenal  usually  retains  its 
proper  position.' 

ATBOFHT  AND  SEOEHEBATIOH. 

Atrophy  of  the  adrenals  may  be  extreme. 

Fat  Infiltration. — An  accumulation  of  fat  or  of  myelin  droplets*  in 
the  cortical  portion  is  the  rule  in  the  adult.  It  sometimea  occurs  in 
nodular  areas  (Fig.  279).  In  children  under  five  years  of  age  it  is  patho- 
logical. 

Amyloid  degeneration  may  involve  both  the  cortical  and  meduUaty 
portions.     In  the  cortex  it  usually  involves  only  the  ^alls  of  the  blood- 


vessels; in  the  medulla  both  the  blood-vesaels  and  the  cells  of  the  paren- 
chyma may  undergo  this  degeneration.  The  organs  are  usually  firm 
and  have  a  grayish,  semitranslucent  appearance. 

Pigmentation  of  the  inner  cortical  zone  is  frequent  in  old  persons. 
Focal  necroses  may  occur  in  infections. 

'  See  Warihin,  Aitieriran  Journal  of  Obstetrics,  vol.  xlii,,  1900,  bibl. 

'See  ffof/et,  Trans,  New  York  Path.  Soc.,  1809-1900,  p. 
tunde— Abth.  path.  Anat.,  Bd.  xxv.,  p.  381,  1904. 

*  For  consid prut  ion  of  relntionship  of  tlie  adrenalx  lo  the  nei 
Ziegier'a  Beitr.  >.  path.  Anat.,  Bd.  li.,  p.  145,  1892,  bibl. 

'  For  ■  study  of  mvclin  substances  in  the  adrenal  see  Hen 
but,  Tulnngen,  Bd,  v.,"  p.  417,  1906. 


;    also  Berr,  Zeitfl.  f.  Heil- 
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THBOKBOSIB  AND  HLSHOBRHAOE. 

Venous  and  capillarj'  thrombosis  may  occur. 

In  children,  soon  after  birth,  it  is  not  very  infrequent  to  find  large 
htemorrhages  in  one  of  the  adrenals,  converting  it  into  a  cyst  filled  with 
blood  f  Fig.  280).     This  lesion  has  been  observed  in  a  few  cases  in  adults.' 

nrvr.A-MitAi'Tnia 

Suppurative  inflammation,  with  the  formation  of  abscesses,  has  l>een 
seen  in  a  few  cases. 

The  most  frequent  lesion  of  the  adrenals  is  tuberculous  inflammation. 
They  are  usually  increased  in  size;  their  surfaces  are  smooth  or  nodular. 
The  normal  structure  of  the  gland  is  more  or  less  replaied  by  tubercle 


tissue,  which  usually  undergoes  cheesy  degeneration  and  insiy  soften. 
Fibrous  tissue  may  form  in  considerable  amount.  (See  Addison's  Dis- 
ease, p.  405.)* 

Syphilitic  inflanmiation,  with  and  without  the  development  of  gum- 
mata,  is  of  occasional  occurrence. 

TUMORS. 

Sarcoma,  glioma,  and  endothelioma  occur  in  the  adrenals. 
Neuroma. — Ganglionic  neuromata  have  been  described  by  Weirksel- 
baum  and  Freeman. 


study  oS  patliulngy  oF  ai 


(ii-mfd.,  t,  iv„i> 

,  5.  IWK), 

lal  wretion.  ftc, 

,  sep  Abel.  f.K.t-ii,.lp.  ,,.  4<lfi. 

,™tn»rJ.fff.  Ziegle 

r'l.  HeilT..  m.  xxxix..  p.  37; 

..  .\.  y.  Med.  Jmli 

r.,\-ol.  L[sxiv.,p.  263,  1906, 
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Adenoma  of  the  adrenals,  resembling  in  type  the  structure  of  the 
cortex,  may  fprm  as  small  encapusulated  nodules  or  as  large  vascular 
tumors,  often  necrotic  and  haemorrhagic,  which  may  invade  the  neigh- 
boring vessels  and  form  metastases.  This  condition  has  been  called 
struma  suprarenalis  lipomatosa.  The  so-called  fat  droplets  here,  as  in 
the  normal  suprarenal,  are  probably  myelin.  Some  of  the  so-called 
adenomata  of  the  kidney  are  adenomata  of  displaced  accessory  adrenals 
(see  p.  727). 

Carcinoma  is  not  common,  but  may  be  primary  or  secondary.* 

THE  CABOTID  GLAND. 

This  is  a  small  ductless,  encapsulated  structure,  five  to  seven  milli- 
metres long,  lying  at  the  bifurcation  of  the  carotid  artery.  It  is  com- 
posed of  a  connective-tissue  framework  and  masses  of  polyhedral  cells 
grouped  with  tufts  of  blood  capillaries.  It  contains  many  nerves.  It 
is  believed  to  be  analogous  to  the  adrenals,  hypophysis  cerebri,  and 
coccygeal  glands.  The  carotid  gland  is  occasionally  the  point  of  origin 
of  lobulated  tumors.  These  have  been  called  angio-sarcoma,  endo- 
thelioma, perithelioma.' 

'  For  bibliography  of  primary  malignant  tumors  of  the  adrenals  see  Ramsay,  Johns 
Hopkins  Hospital  Bulletin,  vol.  x.,  p.  20,  1899. 

'  For  a  study  of  carotid  tumors  see  Keen  and  Funke,  Jour.  Amer.  Med.  .\ssn.,  vol.  xlvii., 
pp.  469  and  566,  1906,  bibl. 


CHAPTER    V. 

THE  CIRCULATORY  SYSTEM. 
The  Pericardium. 

INJUBIES. 

The  pericardium  may  be  injured  by  penetrating  weapons,  by  gunshot 
wounds,  and  by  fragments  of  bone.  It  may  be  ruptured  by  severe  con- 
tusions of  the  thorax,  and  by  rapid  extravasation  of  blood  into  the  peri- 
cardial sac.  Perforations  may  occur  with  empyema,  mediastinal  abscesses, 
abscesses  of  the  chest  wall  and  of  the  liver,  or  in  connection  with  aneur- 
isms of  the  aorta  and  suppurative  inflammation  of  the  pericardium. 

aaMORBHAOE.    (Hcemopericardium.) 

Extravasations  of  blood  into  the  cavity  of  the  pericardium  may  ol- 
low  wounds  and  rupture  of  the  heart,  rupture  of  the  aorta  and  of  aneur- 
isms, and  may  occur  with  pericarditis  from  the  rupture  of  new-formed 
blood-vessels.  Small  extravasations  in  the  substance  of  the  pericardium 
are  found  with  scurvy,  purpura,  and  in  infectious  diseases. 

HYDBOPE&ICASDIUM.    (Dropsy.) 

At  autopsies  a  few  hours  after  death  a  few  cubic  centimetres  of 
clear,  light-yellow  serum  are  usually  present  in  the  pericardial  sac.  If  de- 
composition have  commenced,  this  may  be  reddish,  or  it  may  be  slightly 
turbid  from  the  falling-ofT  of  the  pericardial  endothelium. 

Large  accumulations  of  clear  yellowish  serum  are  often  found  as  part 
of  general  dropsy  from  heart  disease,  kidney  disease,  etc.  The  amount 
is  sometimes  so  great  as  to  interfere  with  the  movement  and  nutrition  of 
the  heart. 

PNEX7M0PE&IGABDIUM. 

Air  or  gas  in  the  pericardium  is  sometimes  present  as  the  result  of 
post-mortem  decomposition  and  may  be  accompanied  with  drying  of  por- 
tions of  the  pericardium.  Wounds  or  paracentesis  of  the  pericardium; 
the  perforation  of  ulcers  of  the  stomach,  cavities  of  the  lungs,  and  ulcers 
of  the  oesophagus,  may  admit  air  into  the  pericardial  cavity.*  In  puru- 
lent pericarditis  with  foul,  decomposing  exudate,  gases  may  be  evolved. 

INFLAMMATION.    (Pericarditis.) 

Pericarditis  is  rarely  primary,  but  is  usually  secondary  to  infectious 
diseases,  such  as  pneumonia,  pleurisy,  tuberculosis,  typhoid  fever,  endo- 

*  See  Jamea,  Am.  Med.,  vol.  viii.,  p.  23,  1904. 
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carditis,  and  pyEemia.  it  may  follow  injuries  and  is  frequently  associ- 
ated with  rheumatism  or  inflammation  of  the  kidnej's.  It  may  be  exu- 
dative or  productive  in  tharaeter. 

Exudative  Psricarditis. — It  is  convenient  to  distinguish  in  exudative 
pericarditis  a  fibrinous,  a  sero- fibrinous,  and  a  purulent  form. 

Fibrinous  and  Sero-fibrinous  Pkricarditis. — In  the  earlier 
stages  or  lighter  forms  of  fibrinous  pericarditis,  the  whole  surface  or 
portions  of  the  pericardium  may  be  dull  or  slightly  roughened  from  a 
delicate  fibrinous  pellicle,  more  or  less  hypera-mic  and  often  studded  with 
minute  petechiir.     Later,  if  the  exudate  accumulate,  the  entire  surface 


The  pericanlial  sac  ia  laid  open 


an  irregular  villous 


of  the  pericardium  may  be  covered  with  a  net-like  layer  of  thick  masses 
of  fibrin.  This  may  cover  both  the  visceral  and  parietal  surfaces  and 
is  often  beset  with  irregular  villosities  (Fig.  281).  Fibrinous  adhesions 
may  form  between  the  two  layers.  There  is  usually  some  serous  fluid 
as  well  as  leucocytes  mingled  with  the  fibrin. 

Serum  may  accumulate  in  considerable  quantity — sera-fibrinoua  peri- 
carditis. The  pericardial  sac  may  be  greatly  distended  with  this  form  of 
exudate  so  as  to  displace  the  heart  and  compress  the  larger  air  passages, 
the  oesophagus,  or  the  aorta. 
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PiTRi'LEXT  Pkricarditis. — In  this  form  of  esiidative  periiiiriJitis 
there  are  usually  more  or  less  serum  and  fibrin  niinfcled  with  pus  cells  and 
often  red  blood  cells.  The  process  may  start  as  a  sero-fibrinous  inflam- 
mation. It  is  apt  to  occur  as  an  extension  of  an  infectious  process  in  the 
neighborhood  or  as  a  part  of  a  general  pyiemic  process.  Streptococcus 
pyogenes.  Micrococcus  lanceolatus.  Staphylococcus  pyogenes  aureus,  and 
the  tuliercle  bacillus  are  the  bacteria  most  commonlj'  found  in  exudative 
pericarditis. 

Chronic  Pericarditis. — Inexudativepericarditisthemesothelium  '  (en- 
dothelium) in  the  early  stages,  and  later  this  with  the  underlying  connec- 
tive-tissue cells,  contributes  to  the  cellular  elements  in  the  exudate.     In 


recovery  the  exudates  degenerate  and  are  gradually  absorbed,  while  from 
the  blood-vessels  and  the  connective-tissue  cells  of  the  pericardium  more 
or  less  new  fibrous  tissue  is  formed,  at  first  very  cellular  and  vascular, 
later  dense  in  character.  There  may  finally  be  local  or  general  thicken- 
ings of  the  pericardium.  If  a  moderate  amount  of  new  fibrous  tissue 
is  formed  this  may  appear  as  thin,  white  patches  on  the  pericardial  sur- 
face, the  so-called  macula:  (endinfir.  The  new  fibrous  tissue  may  extend 
l)etween  the  subpericardial  muscle  fibres  of  the  heart.  Calcification  of 
this  new-formed  fibrous  tissue  may  occur.  But  more  or  less  permanent 
adhesions  may  form  between  the  visceral  and  parietal  pericardium. 
These  may  be  in  the  form  of  delicate  fibrous  strings  (Fig.  !?.S2)  or  of 
larger  areas  of  firm  adhesion. 

Oblitkhatiox  of  the  Pericardial  Sac. — As  the  result  of  the  for- 
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mation  of  vascular  new  connective  tissue  between  the  pericardial  walls, 
the  sac  may  be  partially  or  wholly  obliterated  (Fig.  283). 

This  may  be  the  conclusion  of  an  acute  inflammatory  process  or  it 
may  result  from  the  organization  of  a  b!ood-elot  following  hjcmorrhage 
into  the  sac.     It  may  occur  as  the  result  of  the  latter  process  early  in  life. 

SuPRA-AiiTERiAL  Epicardial  FmRoiD  NoDULEs. — Small  fibrous  nod- 
ules are  occasionally  formed  along  the  branches  of  the  coronary  arte- 
lies,  especially  on  the  surface  of  the  ventricles.  According  to  the  studies 
of  K,nox '  they  are  frequently  associated  with  lesions  of  the  arteries,  lead- 
ing to  the  weakening  of  their  walls  at  these  situations 

Tuberculous  P«ncarditis  — Th  s  les  on  may  occur  by  tself  but  is  apt 
to  be  assoc  ated  th  other  tuberculous  nflamn  at  on  n  the  cinity  of 
the  heart      There  mai  be  m  1  ary  tubercles  scattered  d  ff  sel     or  limited 


ShowioK  blcxKl-vesBels  growing  from  the  visceral  pericBniium  into  the  blood-clot  filling 
the  aae,  Transveree  mvtion.  A,  Heart;  B,  perioardiiim;  C,  new-formed  \a.iculaf  lisnuc 
extending  above  to  the  unorganiicd  clot.  A  nmilar  layer  of  new  vascular  tissue  wa<  preH"nt 
over  the  parietal  pericardium,  and  in  places  the  two  layers  had  roalesced,  obliterating  the  sac. 

to  certain  regions  in  the  pericardium,  which  is  otherwise  little  changed. 
Not  infrequently,  however,  there  is  a  considerable  thickening  of  the  peri- 
cardium, either  visceral  or  parietal,  or  both. 

In  such  cases  the  new-formed  tissue  consists  of  fibrous  tissue  and  of 
tubercle  tissue  which  has  undergone  extensive  cheesy  degeneration  (Fig. 
284).  The  thickened  visceral  and  parietal  layers  of  the  pericardium  are 
often  more  or  less  grown  together,  so  that  the  pericardial  sac  may  be 
partially  or  almost  completely  obliterated.  An  inflammatory  exudate 
oft«n  accompanies  the  tuberculous  process.' 

'  Knox.  Jour,  of  Exp.  Med.,  vol.  iv,,  p.  245,  1899, 

'  Kor  bibliography  of  tuberculous  pericarditis  see  .Votth,  Bull.  Univ.  Penn.,  vol.  xvii., 
p.  155,  1904. 
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Fibromata  are  sometimes  developed  in  the  pericardium.  They  are 
often  of  polypoid  form,  and  from  atrophy  of  the  pedicle  may  become 
free  in  the  pericardial  sac.  Lipoma  of  the  pericardium  has  l>een  described. 
Endotheliomata  are  of  occasional  occurrence  as  primary  tumors. 

Sarcomata  and  carcinomata  occur  as  secondary  growths  either  from 


continuous  infiltration  or  as  metastatic  tumors.     Primary  sarcoma  of  the 
pericardium  has  been  described.' 

Cjrsts  of  the  visceral  pericardium  have  been  described.  The  writer 
has  seen  a  pedunculated  cyst,  containing  about  6  c.c.  of  clear  fluid,  hang- 
ing into  the  pericardial  sac  from  its  attachment  near  the  pulmonary 
artery.     The  origin  of  such  cysts  is  obscure. 


The  Heart. 

MalfbrmationB  and  Kolpositioiis. 

Malporuations  op  the  Heart. ^The  maUormationa  of  the  heart  are  usually 
cloeely  aaBociated  with  malformations  of  the  aorta  and  pulmonary  artery.  They  de- 
pend on  arrest  of,  or  abnormal  development;  on  endocarditis,  myocarditis,  thrombosis, 
or  mechanical  causes. 

1.  The  common  orterial  trunk  is  only  partially,  or  not  at  all,  Beparat«d  into  aorta 
and  pulmonary  artery.    The  diHrnons  between  the  heart  cavities  are  at  the  same  time 

•  WiSiamt,  N.  Y.  Hcd.  Jour,,  vol.  Ixxi.,  p.  637,  1900,  bibl. 
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defective,  bo  that  there  may  be  one  ventricle  and  do  auricles;  one  ventricle  and  one 
auricle — reptilian  heart  (Fig,  285);    or  one  ventricle  and  two  auricles. 

II.  The  trunk  of  the  pulmonary  artery  or  of  the  aorta  is  stenosed  or  obliterated,  and 
from  the  obstruction  to  the  current  of  blood  there  is  interference  with  the  development 
of  the  septa  between  the  heart  caviticH. 

1.  The  aorta,  at  its  origin,  or  in  the  ascending  portion  of  the  arch,  is  stenoeed  or 
closed.  The  pulmonary  artery  gives  off  the  desceniling  aorta,  and  supplies  the  carotids 
and  aubclaviaiu.  The  foramen  ovale  remains  open,  or  there  is  no  septum  between  the 
auricles.  The  ventricular  septum  is  also  usually  defective.  The  right  ventricle  is 
hypertrophied. 

2.  The  pulmonary  artery  is  st-enoscd  or  closed  (Fig.  286),  Ita  branches  are  aup- 
pUed  by  the  aorta,  through  the  ductus  arteriosus.  The  ventricular  septum  is  defective, 
the  foramen  ov^c  is  open,  or  the  auricular  septum  defective. 


III.  The  malformation  aifects  the  aorta  and  pulmonary  artery  after  they  are  more 
fully  developed. 

1.  There  is  stenosis  of  the  aorta  between  the  left  sulwlavian  and  ductus  arterioauB, 
or  just  at  the  opening  of  the  ductus  arteriosus.  The  descending  aorta  is  then  a  con- 
tinuation of  the  pulmonary  artery, 

2.  The  aorta  gives  off  all  its  branches  from  the  arch,  but  the  descending  aorta  is  a 
continuation  of  the  pulmonary  artery;  or  the  carotids  may  spring  from  the  aorta,  the 
Bubclavians  from  the  pulmonary  artery. 

3.  The  vessels  arc  transposed;  the  pulmonary  artery  arises  from  the  left,  the  aorta 
from  the  right  ventricle;  the  pulmonary  veins  empty  into  the  left,  the  vente  cavee  into 
the  right  auricle;  or  the  veins  also  may  lie  transjKised.    The  septa  are  defective. 

'  For  B  description  of  this  case  see  Iforthrup,  Traiw.  N.  Y.  Path.  Soc.,  1888,  p.  41. 
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IV.  The  aorta  and  pulmonary  artery  are  normal,  but  the  cardiac  sepia  arctlefcctive. 

1.  The  foramen  ovale  remains  partly  open.  This  condition  may  pontinue  through 
Ufe  without  ill  elTects.  It  has  been  found  by  some  obseri'ers  in  about  one-fifth  of  their 
autopsies. 

2.  The  ductiiB  arteriosus  may  remain  open  for  many  yearn;  this  also  niay  cause  no 
ilisturbance. 

3.  There  is  a  small  or  larg;e  opening  in  the  ventricular  Beptiim,  usually  in  lis  upper 
part  (Fig.  2S7).  This  may  give  rise  to  no  symptoms,  unleas  disease  of  the  hcHrt  or 
lungs  be  superadded. 

V.  Either  of  the  auriculo- ventricular  orifices  may  be  entirely  closed.  The  fora- 
men ovale  remains  open,  and  the  ventricular  septuin  is  defective.' 


I'll],  2«a.— Stenosis  or  the  Puluona[ 
The  ductus  arteriosun  is  open. 

VI.  The  valves  of  the  different  orifices  of  the  heart  may  be  absent  or  defwtive. 
The  arteries  or  the  ventricles  are  usually  detective  at  the  same  time. 

The  aortic  and  pulmonary  valves  may  consist  of  two  large  or  four  small  l(>a\'eB, 
instead  of  the  usual  three. 

The  edges  of  the  semilunar  valves  may  be  fenestrated.  This  alteration  i.i  iisuully 
of  no  mgnilicance.  It  is  frequent  in  the  aortic  and  pulmonary  valves.  The  valves 
may  be  thinner  than  normal,  and  near  their  free  edges  are  small  slits  or  openings  isee 
Fig.  288), 

Generally  speaking,  the  existence  of  openings  between  the  two  auricles  or  (he  two 

uf  cardiac  anumalies,  Htktoen,  .4iii.  Jour.  Hiii.  Sri.. 
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ventricles,  admitting  some  euiinixture  of  veaoue  and  arterial  blcx>d,  produces  no  marked 
change  in  the  circulation.  If,  however,  the  paaaage  of  the  current  of  venous  blood  into 
the  right  heart  is  in  any  way  interfered  with,  the  conaequenceB  are  very  serioua.  Cya- 
nosis is  pruUuced,  the  skin  is  of  a  bluish  color,  the  small  veins  and  capillaiiea  are  dilated, 
exudatiun  of  serum  and  hypertrophy  of  connective  tissue  take  place,  especially  in  the 
fingers  and  toes. 

There  may  be  absence  of  the  heart;  abnormal  septa  and  chords  tendinete '  (Fig. 
289)  in  the  heart  caiities;  abnormal  shapes  of  the  heart.  Very  rarely  two  more  or  less 
perfect  hearts  are  found  in  the  same  thorax, 

MALj-uHiTtuNS  OF  THE  Heakt.— (1)  There  is  a  smaller  or  larger  defect  in  the  walls 


re  formed  by  fibrous  I 


of  the  thurax.  so  that  the  heart  projects  on  the  outside  of  the  chest;  the  pericardium  is 
usually  absent , 

iJ)  Thi-  diaphragm  is  ulisent,  and  the  heart  is  in  ihe  abdominal  cavity. 

(3)  The  lipart  i.i  in  some  part  of  the  neck  or  head;  this  occurs  only  in  fcetuses  very 
much  mulfornicd. 

l4)  The  heart  is  transpoBed.  Iieing  on  the  right  ade. 

.\bsiihmal  S:zk  of  the  Heaht.  — (1)  The  heart  may  be  abnormally  large  in  con- 
nection with  olwtructive  anomalies  of  the  great  vesuels. 

'  For  :>  <tiiil\'  uf  the  origin  <>r  uhiionnal  churd;L'  tciidineu-  in  tlie  heart  see  Taitara,  Zii-g- 
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(2)  The  heart  may  be  abnormally  small  (liypoplasia).  Thia  abnormality  is  apt  to 
be  asaociated  with  the  ao-culled  status  lymphaticus  (see  p.  411). 

DispLACEuF.NTB  OF  THE  Heart. — Changes  in  the  position  of  the  heart  are  con- 
genitai  or  acquired.     The  congenital  malpositions  have  already  been  mentioned. 

The  acquired  malpositions  may  be  associated  with: 

1.  Hypertrophy  of  the  heart;   its  long  avis  approaching  the  horizontal  position. 

2,  Changes  in  the  thoracic  viscera.  Emphysema  of  both  liiiiRs  may  push  the  heart 
downward.     Emphysema,  pleurisy  with  effuMon,  or  pneumothorax  of  one  aide  pushes 


Fio.  2SS.— Fekebtkation 


the  heart  to  the  other  side.     Pleurisy  or  chronic  pneumonia,  producing 
aide  of  the  thorax,  draws  the  heart  to  that  side.    New  growths, 
turee  of  the  epine  displace  the  heart  in  various  directions. 

3.  Changes  in  the  abdomen.  Accumulations  of  fluid  and  new  growths  in  the  ab- 
domen, and  tympanites,  may  push  the  heart  upward. 

WOUNDS  AND  SUPTUHE8. 

Wounds  of  the  heart  are  most  frequently  made  by  penetrating  instru- 
ments, by  bullets,  and  by  fragments  of  bone.  The  right  ventricle  is  the 
more  frequently  wounded  (Fig.  290);  next  the  left;  rarely  the  auricles. 
The  wound  may  penetrate  into  the  cavities  of  the  heart  or  pass  only  partly 
through  ita  wall,  or  a  bullet  or  the  broken  end  of  a  weapon  may  be  em- 
bedded in  the  wall.  If  the  wound  penetrate  a  cavity  and  be  gaping, 
death  may  follow  instantly  and  the  pericardium  be  found  filled  with 
blood.  If  the  wound  be  small  and  oblique,  the  blood  may  escape  grad- 
ually and  death  may  not  ensue  for  several  days.  In  rare  rases  adhesiona 
are  formed  with  the  pericardium  and  the  wound  cicatrizes.  Wounds 
which  do  not  penetrate  may  cause  death  by  the  inflammation  which  they 
excite,  or  they  may  cicatrize. 

Bullets  and  foreign  hocliee  may  become  encapsulated  in  the  heart  wall 
and  remain  so  for  years. 

Rupture  of  the  heart  wall  occurs  in  various  ways: 
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1.  Severe  contusions  of  the  thorax  may  produce  rupture,  usually  of 
one  of  the  auricles.' 

2.  Spontaneous  rupture  occurs  usually  in  advanced  life.  Rupture 
is  most  frequent  in  the  left  ventricle,  and,  in  a  considerable  proportion  of 
cases,  near  the  apex.  There  is  usually  one  rupture,  but  sometimes  there 
are  more.     The  rupture  is  usually  oblique  and  larger  internally  than  ex- 


ternally. The  heart  wall,  near  the  seat  of  rupture,  may  be  infiltrated  with 
blood,  or  blood  may  infiltrate  the  subpericardiat  fat.  The  heart  wall 
may  be  of  normal  thickness,  or  thin;  it  is  usually  soft  and  in  a  condition 
of  fatty  infiltration  or  degeneration.  The  rupture  very  frequently  takes 
place  when  the  patient  is  quiet.  Death  may  be  almost  instantaneous  or 
may  not  ensue  for  several  hours. 

Fatty  degeneration  leading  to  rupture  of  the  heart  may  be  general,  or 
it  is  frequently  circumscriljed  and  due  to  obliterating  endarteritis,  athe- 

,  p.  864,  I8D0.     Also  HamiUon, 
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roma,  thrombosis,  or  embolus  of  one  of  the  coronarj'  arteries,  whereby  a 
portion  of  the  heart  wall  is  deprived  of  nourishment  and  degenerates.  Or 
rupture  of  a  branch  of  one  of  the  coronary  arteries  may  induce  rupture 
of  the  heart  wall.     Acute  and  chronic  myocarditis,  with  or  without  the 


formation  of  abscess  or  cardiac  aneurism,  or  the  presence  of  tumors  in  the 
heart  wall,  or  hydatids,  may  lead  to  rupture.' 

3.  In  rare  cases  rupture  is  associated  with  stenosis  of  the  aorta  and 
dilatation  of  the  heart  cavities. 

4.  Rupture  of  the  papillary  muscles  and  tendons  may  be  due  to  fatty 
degeneration  or  inflammatory  or  ulcerative  processes. 

ATBOFHT. 

Atrophy  of  the  walls  of  the  heart  may  be  accompanied  with  no  chanpe 
in  the  size  of  its  cavities;  or  with  dilatation  ("passive  dilatation  ");  or, 
more  frequently,  with  diminution  in  the  size  of  the  cavities. 

The  atraphy  involves  most  frequently  all  the  cavities  of  the  heart, 
but  may  be  confined  to  one  or  more  of  them. 

o  the  Heort,"  Boston  Meil.  und  Surg. 
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The  muscular  tissue  appears  normal,  or  may  be  brown  from  the 
presence  of  little  granules  of  pigment  in  the  muscle  fibres,  which  are  some- 
times present  in  large  numbers — brown  atrophy;  or  the  muscle  fibres  may 
undergo  fatty  degeneration;  or  there  may  be  an  abnormal  accumulation 
of  fat  beneath  the  pericardium; 
or  there  may  be  a  peculiar  gelat- 
inous material  beneath  the  peri- 
cardium—  this  consists  of  fat 
which  has  undergone  mucous  de- 
generation. The  heart  may  be  so 
much  atrophied  as  to  weigh  only 
four  ounces. 

Atrophy  of  the  heart  may  be 
congenital;  it  may  be  associated 
with  repeated  hEcmorrhages  or 
wasting  diseases,  or  senility,  with 
chronic  pericarditis,  with  effu- 
sion, with  obstructive  lesions  of 
the  coronary  arteries,  with  chronic 
myocarditis,  or  mitral  stenosis. 

Atrophy  of  the  Pericardial  Fat 
T».»,  „o,  infrequently  occu„  in  .Z'Z^TZr^,^''  ET^.S 
persons  emaciated  by  chrome  dis-  osmio  acid  and  teased, 
ease,  and  then  the  usual  situa- 
tions of  the  fat  are  occupied  by  a  tissue  resembling  mucous  tissue  in  its 
gross  characters.  Microscopical  examination  shows  that  in  this  atrophic 
fat  the  fat  cells  have  largely  lost  their  contents,  and  the  whole  tissue  has 
undergone  a  partial  reversion  to  its  embryonic  form  (see  Fig.  291), 

AITEUBIBK  OF  THB  HXABT  AHD  VALVES. 

Aneurism  of  the  Heart. — Sacs  filled  with  blood,  situated  in  the  walls 
of  the  heart  and  communicating  with  its  cavities,  are  formed  in  several 
different  ways: 

1.  In  interstitial  myocarditis  a  small  or  large  portion  of  the  wall  may 
be  replaced  by  fibrous  tissue,  and  this,  yielding  to  the  pressure  of  the 
blood  from  within,  may  be  pressed  outward.  Such  a  pouch  may  tie  a 
circumscribed  sac  communicating  with  the  heart  cavity  by  a  small  open- 
ing, or  may  be  a  simple  dilatation  of  part  of  the  ventricle.  The  wall  of 
such  an  aneurism  becomes  thinner  as  the  sac  increases  in  size.  It  is  com- 
posed of  the  endocardium,  new  fibrous  tissue,  visceral  pericardium,  and 
sometimes  the  adherent  parietal  pericardium.  The  walls  may  calcify,  or 
rarely  they  become  so  thin  as  to  rupture  externally  or  into  the  right  ven- 
tricle.    The  sacs  may  contain  fluid  blood  or  be  filled  with  fibrin. 

Such  aneurisms  are  usually  situated  in  the  wall  of  the  left  ventricle; 
rarely  in  that  of  the  left  auricle.  If  they  are  in  the  septum  they  may 
project  into  the  right  ventricle  or  auricle  (Fig.  292).  They  are  usually 
single,  but  sometimes  two  or  three  are  found  in  the  same  heart. 
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2.  Fatty  degeneration  of  the  heart  wall  maj-  reach  such  a  degree  that 
the  wall  yields  and  is  pouched  out  into  an  aneurismal  sac. 

3.  Endocarditis  and  myocarditis,  or  fatty  degeneration,  may  soaoften 
a  portion  of  the  heart  wall  that  the  endocardium  and  part  of  the  muscu- 
lar tissue  are  ruptured  and  a  ragged  cavity  is  formed.     This  form  of  an- 


:   Heart  Openin 

TBE  RiuHT  Auricle. 

Sera  from  behinil. 


Ventricle  into 


eurism  usually  does  not  attain  a  large  size,  but  soon  ruptures  externally 
and  causes  the  death  of  the  patient. 

Small  aneurisms  of  the  sinus  of  Valsalva  are  of  occasional  occurrence. 

Aneurisms  of  the  Valves. — These  are  formed  in  two  ways: 

1.  They  are  the  result  of  endocarditis.  One  of  the  iamellK  of  the 
leaf  of  a  valve  is  destroyed,  and  the  other  lamella  is  converted  into  a  sac 
filled  with  blood.  These  aneurisms  are  found  in  the  aortic  valve,  pro- 
jecting into  the  ventricle,  and  in  the  mitral  valve,  projecting  into  the 
auricle.  Not  infrequently  the  wall  of  the  aneurism  gives  way,  so  that 
there  is  a  rupture  entirely  through  the  valve. 

2.  The  entire  thickness  of  a  leaf  of  a  valve  is  pouched,  forming  a  sac 
filled  with  blood.     This  occurs  in  the  aortic,  mitral,  and  tricuspid  valves. 
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IHB0MB08IS  OF  THE  HEART. 


It  IB  common  to  "nd  after  death,  in  the  heart  cavities,  yellow,  ruccu- 
lent,  semitranstucent  masses.  They  are  most  common  and  of  firmest 
texture  in  persons  who  die  of  acute  inflammatory  diseases.  They  may 
adhere  quite  firmly  to  the  walls  of  the  heart  and  may  extend  in  long, 
branching  cords  into  the  vessels.  They  are  formed  in  the  last  hours 
of  life  and  just  after  death.  They  are  not  of  clinical  or  pathological 
importance.  It  is  however,  often  difficult  to  determine  to  what  extent 
such  clots  have  been  formed  during  life,  for  these  ao-called  "  agonal " 
clots  may  be  continuous  with  those  formed  some  time  before  death  as 
well  as  with  those  formed  after  life  has  become  extinct. 

Coagula  of  the  fibrin  of  the  blood  in  the  heart  form  during  life,  and 
may  exist  for  years.     If  the  fibrin  adheres  to  the  valves  in  small  masses 


these  are  called  vegetations;  if  it  coagulates  in  the  heart  cavities  in  larger 
bodies  they  are  called  thrombi  or  heart  polypi. 

Such  thrombi  are  found  in  all  the  heart  cavities.  They  form  flattened 
masses  firmly  adherent  to  the  endocardium;  or  rounded  bodies  in  the 
spaces  between  the  trabecula-;  or  have  a  polypoid  shape  and  are  at- 
tached by  a  narrow  pedicle  (Figs.  29:1  and  294) ;  or  very  rarely  are  globu- 
lar and  free  in  the  cavity  of  the  auricle  (Fig.295).  Cardiac  thrombi  are 
most  frequent  in  the  auricular  appendages  and  between  the  columnie 
carneffi  near  the  apices  of  the  ventricles.     (See  Fig.  296.) 
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They  are  usually  found  in  connection  with  some  valvular  lesion  (Fig, 
297),  which  involves  a  roughening  of  the  surface,  or  prevents  the  free 
circulation  of  blood  through  the  heart.' 

Old  cardiac  thrombi  are  firm,  dry,  and  of  a  whitish  color;  they  may 
soften  and  break  down  at  their  centres,  so  as  to  look  Uke  cysts  filled 


E  Left  Ventricle. 


with  pus,  or  they  may  calcify.  They  are  usually  entirely  unorganized, 
consisting  simply  of  fibrin,  but  may  become  organized. 

Cases  are  reported  of  organized  thrombi  in  the  auricles,  the  seat  of 
tuberculous  inflammation.' 

Sometimes  sarcomatous  and  carcinomatous  tumors  in  different  parts 
of  the  body  are  accompanied  by  the  formation  of  thrombi  in  the  heart 
cavities,  which  are  composed  partly  of  coagulated  blood,  partly  of  tis- 
suelike that  of  the  primary  tumor. 

'  For  a  study  ol  cftrdiac  tliromboaiB  see  Martin  and  RtHnit,  I.ancFt,  1899.  ii.,  p.  782. 
See  ftlBO  tVtUh  in  Allbutt's  "Systeni  ot  Medicine,"  vol.  vi.,  p.  182. 

*  Kottar.  Rcf.  Cbl.  t.  Bak..  Bd.  xv..  p.  498,  1894;  also  Momt.  I.  c,  406. 
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DSaSKEBATION. 


Albuminous  Degeneration.  (Parenchynutous  Degeneration.) — Thia 
lesion  frequently  ot-curs  in  diphtheria,'  typhoid  and  typhus  fever,  pysemia, 
erysipelas,  and  other  infectious  diseases,  as  a  result  of  burns,  and  under  a 
variety  of  other  conditions.  It  is  characterized  by  the  presence  in  the 
muscle  fibres  of  the  heart  of  greater  or  less  numbers  of  albuminous  gran- 
ules of  various  sizes,  most  of  them  very  small.  They  are  not  as  refracUle 
aa  fat  droplets,  and  are  insoluble  in  ether,  while  sweUing  up  and  be- 


coming almost  invisible  under  the  influence  of  acetic  arid.  Sometimes 
they  are  so  abundant  as  lo  conceal  the  striations  of  the  fibres.  The  de- 
generation is  usually  quite  uniformly  diffused  through  the  heart,  whose 
walls  are  softer  than  normal  and  of  a  grayish  color.  This  lesion  may  be 
associated  with  or  followed  by  fatty  degeneration. 


'  See  reference,  p.  271. 
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Fatty  Degeneration  of  the  Heart  Muscle.— This  consists  in  the  trans- 
formation of  portions  of  tlie  muscle  fibres  of  tlie  heart  into  fat  or  closely 
allied  snbslances,'  which  collect  in  the  fibres  in  larger  and  smaller  drop- 
lets, sometimes  few  in  number,  sometimes  so  abundant  as  almost  entirely 
to  replace  or  conceal  the  normal  striations  (Fip;.  2981.  These  droplets 
are  soluble  in  ether,  and  remain  unchanf^ed  on  treatment  with  acetic 
acid-  This  degeneration  is  sometimes  quite  universal,  but  is  more  apt 
to  occur  in  patches,  giving  the  heart  muscle  a  mottled  appearance. 


Tlus  mottling  may  usually  l>e  best  seen  on  the  papillary  muscles.  The 
degenerated  areas  have  a  pale  yellowish  color,  and  the  muscle  tissue  is 
soft  and  flabby ;  but  when  moderate  or  slight  in  degree  the  gross  appear- 
ance may  be  little  changed,  and  the  microscopical  examination  be  neces- 
sary for  its  determination.  This  degeneration  may  lead  to  thinning  of 
'  See,  in  this  connection,  p.  40. 
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the  walls,  or  to  rupture  of  the  heart,  or  to  inability  to  fulfil  its  fuQctions. 
It  is  not  infrequently  the  cause  of  sudden  death. 

Fatty  degeneration  may  be  secondary  to  hypertrophy  of  the  heart,  to 
inflammation  of  the  heart  muscle,  or  to  pericarditis;  to  disturbances  of 
the  circulation  of  the  coronary  arteries  by  inflammation,  atheroma,  etc. 
It  may  Ire  due  to  deteriorated  con- 
ditions of  the  blood  in  wasting  dis- 
eases, excessive  hfcmorrhages,  ex- 
hausting fevers,  leukiemia,  etc.,  to 
poisoning  with  phosphorus  and  ar- 
senic, and  to  the  toxins  of  microbic 
origin  developed  in  infectious  dis- 
eases, such  us  diphtheria,  scarlatina, 
typhoid  fever,  etc'  It  may  occur 
in  otherwise  apparently  healthy 
persons. 

Fatty  Degeneration  of  the  Endo- 
cardium.— It  is  not  uncommon  to 
find,  especially  in  elderly  persons, 
fatty  degeneration  occurring  In 
patches,  especially  on  the  valves, 
but  also  on  the  f>oneral  endocardium. 
It  may  also  occur  in  ill-nourished 
and  anaimic  individuals.  Smoll,  or  even  considerable,  areas  of  fatty 
degeneration  appear,  as  a  rule,  to  be  of  little  or  no  chnicul  significance. 
They  are  at  least  not  inconsistent  with  perfect  health.  In  these  areas 
of  fatty  degeneration  the  connective-tissue  cells  are  more  or  less  com- 
pletely filled  with  larger  and 
smaller  fat  droplets. 

Amyloid  Degeneration  of 
the  endocardium  or  the  walls 
of  the  blood-ves-sels  and  in- 
termuscular connective-tissue 
septa  is  a  not  very  infrequent, 
but  usually  not  very  impor- 
tant, lesion.  "^^^ 
Hyaline  Degeneration  some-  *'*' 
timesoccursin  the  blood-vessels 
and  in  the  muscle  fibres.  -"  '^\  *  " 

There  may   be  calcification       y^c.    MK.— Fatty    1)eoe.sebatiow    op    Heart 
of  the  products  of  inflamma-  Mchclf.. 

tion  in  pericarditis,  or  of  con- 
nective-tissue membranes  in  chronic  pericarditis;  in  the  latter  case  the 
heart  may  be  more  or  less  enclosed  by  a  calcareous  shell.    The  muscle 
fibres  of  the  heart  wall  may,  though  rarely,  become  densely  infiltrated 
with  salts  of  lime. 

Fatty  Infiltration.— This  lesion,  which  should  be  clearly  distinguished 
'  ComnUt  FUincr,  Joliua  llu[ikiiiH  Hos]).  Bull.,  vol  v.,  p.  26,  189*. 


x^t^af^-^j 
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from  tatty  degeneration,  consists  of  an  unusual  accumulation  of  fat 
about  the  heart  and  between  its  muscle  fibres. 

The  subpericardial  fat,  which  may  be  present  in  considerable  quantity 
under  normal  conditions,  may  be  so  greatly  increased  in  amount  as  to 
form  a  thick  envelope  enclosing  nearly  the  entire  organ.     Sometimes  the 


Fio.  299.— Fattv  Infi 
The  lision  is  excHvaire.  the  heart   niuacle   b^ng   to   n   large   e 
cells  are  represenled  in  tlie  drawing,  for  the  sake  of  cleuneati,  ol  relatiVFly  too  large  siie.; 

accumulation  of  fat  extends  into  the  walls  of  the  heart,  between  the 
muscles,  causing  atrophy  of  the  latter,  frequently  to  a  verj-  great  extent 
(Fig.  299),  so  that  the  function  of  the  heart  is  seriously  interfered  with. 
This  occurs  sometimes  in  general  obesity,  or  as  a  result  of  chronic  peri- 
carditis, or  in  drunkards,  or  in  debilitated  or  old  persons. 

SEOKEHTATION  AND  FBAOIIBNTATION    OF   THE    XTOCABDIUH. 

Attention  has  been  called  by  a  number  of  observers  to  a  condition  of 
the  heart  muscle  sometimes  observed,  it  is  said,  in  acute  infectious  dis- 
eases, in  acute  and  chronic  diseases  of  the  central  nervous  system,  and 
in  sudden  death  from  a  variety  of  causes.  The  muscle  tissue  is  soft,  fri- 
able, opaque,  and  often  yellowish.  Examination  shows  a  loosening  of 
the  muscle  cells  from  one  another,  as  if  by  some  change  in  the  cement 
substance — segmetUation — or  the  fibres  may  be  broken  across — fragmen- 
tation.  The  .significance  of  this  alteration  is  not  yet  fully  established,  for 
though  in  some  cases  it  is  associated  with  degeneration  and  other  changes 
in  the  heart  muscle,  in  others  these  are  not  present  and  the  alteration 
may  be  agonal,  or  it  may  in  some  instances  be  due  to  post-mortem 
changes.' 

v.,  p.  655,  1897,  bibl. ;  MacCa/ltim,  .lour. 
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LESIONS  OF  THE  COBONABT  ABTEBIES. 

Lesions  of  the  Coronary  Arteries  in  Acute  Infections. — It  has  re- 
cently been  shown  that  in  acute  infectious  diseases,  typhoid  fever, 
diphtheria,  influenza,  scarlatina,  pyaemia,  and  others,  the  media  and  the 
intima  of  the  coronary  arteries  may  be  involved  in  necrotic  and  hyper- 
plastic processes  which  are  apparently  of  great  significance  in  leading 
to  certain  forms  of  sclerosis  of  these  vessels. 

The  coronary  arteries  may  show,  on  gross  examination,  in  both  larger 
and  smaller  trunks,  circumscribed,  yellowish  white,  elevated  spots,  from 
2  to  6  mm.  in  diameter,  or  small  dull  white  depressions  of  the  intima. 
These  lesions  seem  to  begin  as  a  localized  serous  infiltration  in  the  media 
which  undergoes  necrosis.  At  a  later  period,  after  recovery  from  the 
acute  disease,  fibrous  tissue  may  form  in  the  media  and  intima,  some- 
times associated  with  calcification.  Thus  a  patchy  form  of  arterio- 
sclerosis may  be  developed.* 

SCLEROSIS  AND  THROMBOSIS. 

Obliterating  Endarteritis — Sclerosis — of  the  coronaries,  which  occurs 
frequently,  is  of  great  significance,  since  diminished  nutrition  of  the  heart 
wall  may  lead  to  local  anspmia,  degeneration  of  the  muscle,  fibrous 
hyperplasia  or  aneurism,  etc.;  but  the  formation  of  thrombi  increases  the 
gravity  of  the  lesion.  Thrombosis  most  commonly  occurs  in  connection 
with  degenerative  or  inflammatory  processes  in  the  coronary  arteries.  It 
may,  however,  be  associated  with  occlusion  of  the  coronary  arteries  at 
their  orifices  either  through  inflammation  of  the  aorta  in  this  region  or  V)y 
vegetations  or  clots  on  the  aortic  valves. 

The  blocking  of  one  main  trunk  of  the  coronary  arteries  by  a  throm- 
bus may  cause  death,  but  this  is  not  always  the  case. 

When  through  obliterating  endarteritis,  thrombosis,  or  embolus  of 
a  branch  of  the  coronary  arteries,^  the  blood  supply  is  cut  off  from  a 
circumscribed  portion  of  the  heart  wall,  the  tissue  in  the  affected  area 
may  undergo  fatty  degeneration,  leading  to  rupture.'  Or,  instead  of 
extensive  fatty  degeneration,  the  cutting  off  of  the  blood  supply  from 

*  For  a  study  of  this  lesion  of  the  coronary  arteries  see  Wiesel,  Wiener  klin.  Wochenschr., 
1906,  p.  723;  and  Zeits.  f.  Heilkunde,  Abt.  f.  path.  Anat.,  Bd.  xxvii..  p.  262.  1906;  also 
Wiemer,  Wien.  klin.  Woch.,  1906,  p.  725. 

*  According  to  Sternberg,  the  right  coronary  artery  suppUes  the  following  regions  of 
the  heart:  most  of  the  right  auricle;  the  posterior  i)art  and  most  of  the  anterior  part  of  the 
right  ventricle;  most  of  the  interauricular  and  inter\'entricular  septa;  the  posterior  part 
of  the  left  ventricle  and  the  posterior  papillary  muscles.  The  remainder  of  the  heart  is  sup- 
plied by  the  left  coronary  arter>'. 

While  there  are  superficial  anastomoses  between  the  larger  trunks  of  the  coronary 
arteries,  their  branches  do  not  communicate  after  they  enter  the  heart  muscle.  For  a  study 
of  coronary  arteries  see  the  monograph  of  Jamin  and  Merkel,  "Die  Koronararterien  des 
menschl.  Herzens,"  1907. 

*  Through  the  Thebesian  vessels  sufficient  nutriment  may  reach  the  myocardium  to 
maintain  the  muscle  for  a  time,  even  with  considerable  lesion  of  the  coronary  arteries.  See 
Pratt,  American  Journal  of  Physiology,  vol.  i.,  p.  86,  1898.  Also  Baumgarten,  ibid.,  vol.  ii., 
p.  243,  1899.  For  a  study  of  the  results  of  occlusion  of  one  or  more  of  the  coronar\'  arteries 
see  Porter,  Jour,  of  Physiol.,  vol.  xv.,  p.  121,  1893;  also  Jour.  Exp.  Med.,  vol.  i.,  p.  46,  1896. 
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a  limited  region  may  result  in  necrosis — white  infarction.  These  areas, 
grayish  in  color,  often  slightly  projecting  from  the  surface,  are  fre- 
quently surrounded  by  a  red  zone  of  hyperaemia.  The  nuclei  of  muscle 
and  fibrous  tissue  fail  to  stain,  the  muscle  cells  become  necrotic,  lose 
their  striation  and  degenerate,  and  may  be  absorbed  or  gradually  re- 
placed by  fibrous  tissue.  When  larger  areas  are  involved,  the  muscle 
fibres  may  break  down  into  a  granular  detritus  and  the  connective  tissue 
about  them  suffer  degeneration  or  necrosis,  so  that  the  whole  affected 
area  may  be  soft  and  yellowish-white  or  grayish  in  color.  If,  as  not 
infrequently  occurs,  there  is  considerable  extravasation  of  blood,  the 
degenerated  area  may  be  of  a  dark  red  color. ^  Under  these  conditions 
the  heart  wall  may  rupture,  or  acute  inflammatory  processes  may  occur, 
or  the  degenerated  muscle  tissue  may  be  gradually  absorbed  and  re- 
placed by  granulation  tissue  formed  from  the  surrounding  fibrous  tissue 
and  blood-vessels.  This  gradually  grows  dense,  shrinks,  and  assumes 
the  characters  of  cicatricial  tissue. 

This  may  occur  in  any  part  of  the  heart  wall  or  in  the  papillary 
muscles,  but  is  most  common  in  the  region  supplied  by  the  left  coro- 
nary artery;  that  is,  in  the  interventricular  septum  and  the  anterior  wall 
of  the  left  ventricle  near  the  apex.  Thrombosis  of  the  coronary  arteries 
is  more  frequent  than  embolism  and  more  commonly  leads  to  infarction. 
When  the  heart  wall  is  involved  the  new-formed  connective  tissue  may 
yield  to  the  blood  pressure  from  within  and  aneurism  of  the  heart  be  formed . 

Impaired  nutrition  of  a  portion  of  the  heart  wall  as  the  result  of 
narrowing  or  obliteration  of  the  coronary  arteries  or  their  branches, 
whether  it  lead  to  such  extreme  lesions  as  those  just  described,  or  to 
fatty  degeneration,  or  to  atrophy  of  the  muscle  cells  with  a  production  of 
new  connective  tissue,  is  of  great  significance,  and  it  may  be  the  domi- 
nant factor  in  many  cases  of  sudden  death. 

Embolism  of  the  coronary  arteries  is  much  less  common  than  thrombo- 
sis and  may  be  followed  by  similar  lesions  of  the  myocardium.  Infec- 
tive emboli  are  frequent  excitants  of  suppurative  lesions  of  the  myocar- 
dium. 

INFLAMMATION. 

Myocarditis. — The  inflammatory  changes  in  the  walls  of  the  heart 
involve  primarily  the  interstitial  tissue  and  blood-vessels,  the  muscle 
fibres  being  secondarily  affected  by  atrophic  and  degenerative  changes. 

Interstitiai  Myocarditis  may  be  acute  and  suppurative,  or  chronic 
with  the  formation  of  new  connective  tissue. 

Acute  Suppurative  Myocarditis  may  be  diffuse,  infiltrating  the  wall  of 
the  heart  with  pus.  This  may  occur  as  a  complication  of  infectious  dis- 
eases, such  as  scarlatina,  diphtheria,  typhoid  fever,  gonorrhoea,'  or  may 
be  associated  with  ulcerative  endocarditis.' 

*  This  condition  of  the  heart  is  often  called  "myomalacia." 

*  For  a  consideration  of  gonorrhcral  myocanlitis  consult  Councilman,  Am.  Jour.  Med. 
Sci.,  vol.  cvi.,  p.  277,  1893. 

'  For  a  8ix»cial  study  of  this  mode  of  origin  see  Joaserand  and  Bonnet,  Arch,  de  m6d.  exp. 
et  d.  Path,  anat.,  t.  xi.,  p.  670,  1899. 
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More  frequently  the  suppurative  inflammatioD  is  circumscribed,  re- 
sulting ia  abscesses.  These  occur  with  pysemia,  mycotic  ulcerative  endo- 
carditis, and  other  infectious  diseases.  They  are  of  different  sizes  and 
either  single  or  multiple.  They  are  produced  by  the  lodgment  of  infec- 
tious emboli  in  small  vessels.  There  is  at  first  necrosis  of  the  muscle 
fibres  near  the  bacterial  mass  (Fig.  300),  followed  by  local  suppuration 
and  the  formation  of  abscess.  The  contents  of  the  abscesses  consist 
of  pus,  broken-down  muscle  tissue,  and  bacteria.  These  abscesses 
may  open  into  the  pericardial  sac  and  set  up  a  purulent  pericarditis; 
or  into  a  heart  cavity,  giving  rise  to  thrombi  in  the  heart  and  infec- 
tive emboli  in  different  parts  of  the  body;  or  the  wall  of  the  heart  is 
weakened  by  the  abscess  so  that  it  ruptures,  or  an  aneurismal  sac  is 
formed;  or  an  abscess  in  the  interventricular  septum  may  establish  an 
opening  between  the  ventricles;  or  the  suppurative  process  may  extend 


The  bscleria  hare  multiplied  since  lotl(^enl  in    Ihe   ntnall    vessel,    BO   that    the    latter   la 
widely  distended.     Tlie  surrounding  muscle  ia  necrotic. 

upward  and  form  an  abscess  in  the  connective  tissue  at  the  base  of  the 
heart.  Streptococcus  and  Staphylococcus  pyogenes  are  the  most  com- 
mon excitants. 

In  rare  cases  the  patients  recover,  the  contents  of  the  abscesses  be- 
come dry  and  hard  and  enclosed  by  a  wall  of  fibrous  tissue,  or  the  con- 
tents may  be  absorbed  and  the  whole  replaced  by  fibrous  tissue. 

Chronic  Interstitial  Myocarditis  may  be  associated  with  chronic  peri- 
carditis or  endocarditis;  it  may  be  secondary  to  damage  to  the  muscle 
by  bacterial  or  other  toxins,  but  in  a  large  proportion  of  cases  it  occurs  in 
connection  with  lesions  of  the  coronary  arteries. 

Lesions  of  the  coronary  arteries  which  interfere  with  the  blood  supply 
of  the  heart  muscle,  such  as  obliterating  endarteritis  with  or  without 
thrombosis  or  embolism,  may  lead  to  degeneration  or  necrosis  of  the 
muscle  and  to  a  new  formation  of  fibrous  tissue  which  is  in  reality  a 
replacement  hyperplasia.  Thus  either  in  small  foci  or  over  more  dif- 
fuse areas,  patches  of  fibrous  tissue  may  be  formed  as  the  muscle  disap- 
pears (Figs.  301  and  302). 
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If  the  occlusion  of  the  coronaries  has  led  to  infarctions  of  the  heart, 
then  also,  as  we  have  seen  above,  new  fibrous  tissue  may  form,  replacing 
the  muscle. 

Local  degenerative  processes  and  necrosis  in  the  muscle  tissue  of  the 
heart  may  be  associated  with  acute  infectious  diseases,  especially  with 


Flo.  301.— Chkc 


diphtheria,  typhoid  fever,  and  scarlatina.     In  such  areas  of  daniajsed 
muscle  new  connective  tissue  may  form.     This  is  at  first  cellular,  later 


dense  and 
hyperplasia, 


n  \  ement 

of  fibrous  tissue  may  be  scattered  through   the 
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myocardium.  Similar  lesions  may  be  induced  experimentally  in  ani- 
mals by  the  iDJection  of  bacterial  toxins.'  Calcificution  of  the  muscle 
fibres  has  been  observed  in  connection  with  the  degenerative  processes 
due  to  the  ac;tion  of  toxins.' 

Chronic  interstitial  myocarditis,  whether  diffuse  or  focal,  leads  to  a 
weakening  of  the  heart  wall.  This  may  be  slight  or  excessive.  Hyper- 
trophy of  the  muscle  may  follow  or  be  associated  with  it;  degeneration 
of  the  remaining  muscle  may  occur;   or  the  heart  wall  may  yield  to  the 


BhoHbK  I 


Kia.  303. — Chronic  Intlhstitiai.  Myocahditis 

n  of  a  papillary  muiKle.      The  musrie    tissue  ii 
the  I'essela  and  near  tlie  aiirface. 


internal  pressure  and  pouch,  forming  aneurism  of  the  heart.  Thrombi 
may  under  these  conditions  form  in  the  dilated  cavities.  Lack  of 
rhythm  in  the  heart -beats  or  cardiac  pain — angina  pectoris — may  result 
from  myocarditis. 

It  is  believed  by  most  modern  observers  that  the  new  connective 
tissue  which  develops  in  the  heart  in  connection  with  atrophy  of  the 
muscle  fibres,  as  a  result  of  impaired  nutrition  due  to  a  narrowing  of  the 
lumen  of  the  coronary  arteries  or  due  to  other  causes,  is  not  in  the  stricter 
sense  inflammatory  in  ils  nature,  but  is  rather  a  fibrous  hyperplaHa, 
the  new-formed  connective  tissue  forming  secondarily,  to  replace  the 
muscle  fibres  which   have  atrophied.     Nevertheless   we  still   for  con- 

'  Flexner,  .lolinfl  Hopkins  Hosp.  Rep.,  vol.  vi.,  p,  259,  189T. 

Degeneration  of  inusrle  fibre?  anil  the  formation  of  new 
induced  bv  Pi^rcr  in  the  hearts  of  rabbits  bv  the  injection  ot 
See  Pearcr.  Jour.  Exp.  Med..  ™1.  viii.,  p,  400.  1906. 

'  CiJlm,  John.4  Hopkins  Hasp.  Bull.,  vol.  x\-ii.,  p.  267, 190G. 
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e  call  the  lesion  myocarditis,  thus  implying  inflammation.  It 
is  interesting  in  this  connection  to  note  that  under  these  conditions 
the  muscle  fibres  immediately  beneath  the  endocardium  and  close 
around  the  blood-veaaels  where  the  nutritive  supply  is  most  abundant 
are  often  not  atrophied,  nor  is  the  growth  of  connective  tissue  marked 
(Fig.  303). 

Tuberculous  Myocarditis  is  of  occasional  occurrence  and  may  be  asso- 
ciated with  tuberculosis  of  the  pericardium  or  endocardium.' 

Syphilitic  Myocarditis  is  accompanied  by  the  growth  of  connective 
tissue  or  granulation  tissue  in  the  wall  of  the  heart  bet  ween  the  muscle 
fibres  or  in  the  walls  of  the  blood-vessels.     Tbe  pericardium  and  en- 


FlQ.    304. —  Ul^EHATlYE    EnDOCABIHTIB. 

The  vaJve  and  adjacent  portion  of  the  heart  wall  are  ulcerated,  and  a  ranged  clot  haa 
rurmed  upon  tlie  roughened  surfaces. 

docardium  may  also  be  thickened,  and  pericardial  adhesions  may  be 
formed.     Gummata  of  the  heart  are  of  rare  occurrence.' 

Endocarditis. — The  endocardium  is  a  connective-tissue  membrane, 
containing  but  few  blood-vessels,  which  lines  the  cavities  of  the  heart  and 
forms  its  valves.  Its  inner  surface  is  covered  with  a  layer  of  endothelial 
cells.  The  connective- tissue  cells  and  basement  substance  are  princi- 
pally concerned  in  the  inflammatory  proces-ses.  The  new  tissue  thus 
produced  is  prone  to  degeneration  and  calcjflcation.     The  roughening  of 

'Consult  Moirr,  ■'.TuberculosiB  of  the  Heart,"  Rep.  of  tlie  Bob!.  City  Howp.,  llth 
series,  p.  194,  194)0.  Alno  Andrrt.  Jour.  Am.  Mnl,  Assn.,  vul.  xxxix.,  p.  lOSI,  1002.  Also 
Rafiarl.  Arch,  de  mM.  exp.,  t.  xviii.,  p.  141,  1906,  bibl. 

'  See  Loomii,  Am.  Jour.  Med.  Sciences,  vol  ex.,  p.  380,  1895,  bjbl.  Also  AdUr,  Trana. 
Asm.  Am.  Phys.,  vol.  xiiL,  p.  73,  1898,  biW. 
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the  endocardium  due  to  the  inflammation  often  leads  to  the  formation 
of  fibrin  on  the  affected  surface. 

The  endocardium  which  forms  the  valves  is  that  which  is  most  fre- 
quently involved,  but  the  other  portions  of  it  are  by  no  means  exempt. 
In  adult  life  it  is  the  endocardium  of  the  left  ventricle,  and  especially  the 
aortic  and  mitral  valves,  which  are  most  commonly  affected. 

In  fcetal  life  it  is  the  endocardium  of  the  right  heart  which  is  usu- 
ally affected. 

1.  Simple  Acute  Endocarditis. — This  is  frequent  with  rheumatism,  but 
may  occur  under  other  conditions.  It  may  occur  in  a  heart  previously 
healthy,  or  in  one  already  the  seat  of  chronic  endocarditis. 

In  some  cases  the  only  lesion  is  a  simple  swelling  of  the  valves.     These 


Fio.  30S.— HASBE.S 


')  Endocarditis. 


are  thick  and  succulent,  but  their  surfaces  remain  smooth.  The  base- 
ment substance  is  swollen,  and  there  is  a  moderRte  production  of  new 
connective-tissue  cells.  In  other  cases  the  growth  of  connei'tive-tissue 
cells  is  more  marked,  the  basement  substance  is  split  up,  and  little  cellu- 
lar fungous  masses  of  connective-tissue,  called  "  vegetations,"  project 
from  the  free  surface  of  the  endocardium.  This  is  sometimes  called 
verTvams  endocarditis.  On  these  roughened  surfaces  the  fibrin  of  the 
blood  may  be  deposited,  and  thus  vegetations  of  considerable  size  may 
be  formed  (see  Fig.  304i.  In  still  other  cases  the  cell  growth,  while  in 
some  places  forming  vegetations,  in  other  places  degenerates,  and  thus 
portions  of  the  valves  are  destroyed.  This  is  simple  acute  ulcerative 
endocarditis.  In  some  cases  of  this  disease  the  patients  recover  and  the 
valves  seem  to  return  to  a  normal  condition;  in  other  cases  the  valves 
are  left  permanently  damaged;  and  in  still  others  chronic  endocarditis 
follows  the  acute  form. 
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2.  Mycotic  or  Malignant  Endocarditis  (Malignant  Ulcerative  En- 
docarditis).— The  direct  excitants  of  simple  acute  endocarditis  of  tlie 
forms  described  above  are  unknown,  but  in  a  considerable  number  of 
cases  of  acute  endocarditis  bacteria  Iiave  been  found  in  and  about  the 
vegetations,  and  proved,  by  careful  experiments,  to  stand  in  a  causative 
relation  to  the  lesion. 

Those  cases  of  acute  endocarditis  in  which  the  lesions  are  induced  by 
the  direct  action  of  bacteria  are  called  mycotic  or  malignant  endocarditis: 
or.  since  the  new-formed  as  nell  as  the  old  tissue  about  the  bacteria  is 


Fla.  306.— Chrosw  Endocaiiditis. 
showing  thickening  of  the  cusp  of  tlic  aortic 


apt  to  become  necrotic  and  thus  lead  to  larger  or  smaller  losses  of  sul> 
stance,  the  lesion  is  often  called  maligjMnt  ulceratire  endocarditis.  Cases 
of  multiple  aneurism  in  connection  with  mycotic  endocarditis  have  been 
reported.  Various  species  of  bacteria  may  be  excitants  of  malignant 
endocarditis  (Fig.  305). 

It  is  most  commonly  induced  by  Staphylococcus  pyogenes  aureus  and 
Streptococcus  pyogenes.     Micrococcus  lanceolatus,'  B.  typhosus,  B.  tu- 


p.  7S2,  low. 


endopardilis  «ee  Preble,  Am.  Jour.  Med.  Sci., 
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berculosis,  B.  anthrai^'is,  Mkrococcus  gonorrhceie,'  and  others  have  been 
occasionally  found.' 

It  has  furthermore  been  found  that  a  lesion  or  injury  of  the  endo- 
cardium, either  on  the  heart  valves  or  elsewhere,  predisposes  to  the  lodg- 


Fia.  307. — Chronic  Enimcarditib. 
Showing  tlikk^ning  and  coalcacencc  of  two  of  the  aortic  cusps. 

ment  and  growth  upon  it  of  pathogenic  bacteria  when  once  they  have 
gained  access  to  the  circulating  blood. 

Mycotic  endocarditis  Ls  frequently  a  secondary  complicating  lesion, 
but  may  occur  as  a  primary  disease.  It  is  most  apt  to  be  associated 
with  the  acute  infectious  diseases,  and  may  be  one  of  the  local  mani- 
festations of  pyiemia.' 

In  some  cases  there  is  a  formation  of  new  tissue  in  the  form  of  organ- 

'  For  nl.  and  bib],  of  gouorrli<ral  endocardiliH  nee  I^irtigau,  Am,  Jour.  Hed.  Scj,,  vol, 
cxii,,  p,  52,  1001,      Kor  laltr  fiimmary  /fuHii-,  Wiont-r  kUn,  Woch,,  Jan.  3,  1907,  p.  11. 

'  For  a  gi>neral  considpralion  of  the  pathology  of  iiifuclivc  endocarditis  sec  Wathboum 
uul  othen>.  Rrit,  Mrd.  Juur.  Nov,  1th,  p,  1269,  1899,  For  a  study  of  the  meningococcun  in 
»cute  ulcerative  endoranlitis  tee  Warfield,  Bull.  Univ.  ppnna,,  vol.  xvi„  p.  180,  1901. 

*  For  a  study  af  local  pmhsposing  factors  ui  msJignant  cndocanlitu  see  Pnidden,  Am. 
Jour.  Med.  Bci.,  vol.  iciii,,  p,  55,  1887. 
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ized  vegetations  on  the  valves  or  general  endocardium;    in  other  cases 
necrosis  either  of  the  new-formed  or  the  old  tissue  is  the  most  marked 


»:--•■■ 


Flu.  309. 
SliowiDK  Gbmus"v(^tatioD"  on  llic  mitral 

feature.  Tliroinlii  lire  apt  to  form  on  the  jiRectcd  surfaces  and  often 
largely  make  up  the  so-called  vegetations.  The  mitral  and  aortic  valves 
are  frequently  the  seat  of  the  lesion,  but  it  may  occur  elsewhere. 
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Detachment  of  bacteria  containlug  fragments  of  the  vegetations  or 
clots  may  give  rise  to  single  or  multiple  infectious  emboli  and  abscesses 
in  various  parts  of  the  body,  such  as  the  spleen,  kidneys,  brain,  skin, 
heart  wall,  etc.  Bacteria  similar  to  those  in  the  heart  lesion  may  be 
found  in  these  secondary  abscesses. 

It  is  probable  that  abscesses  in  ulcerative  endocarditis  do  not  always 
arise  from  cardiac  emboli,  but  may  precede  the  heart  lesion. 

3.  Chronic  Endocarditis  may  succeed  acute  endocarditis,  or  the  inflam- 
mation may  be  chronic  from  the  outset.  It  afTects  moat  frequently  the 
aortic  and  mitral  valves,  and  the  endocardium  of  the  left  auricle  and  ven- 
tricle; similarchanges  in  the  right  side  of  the  heart  being  much  lesa  frequent. 

There  are  two  main  anatomical  varieties  of  chronic  endocarditis,  which 
may  occur  separately  or  together; 

(1)  The  endocardium  is  thick  ami  dense,  its  surfaces  are  smooth  or 


Fio.  310.— Chboni 

The  new  pnpilL&ry  growths  of 


and  obatrurt  tlie 


covered  with  small,  hard  vegetations  or  ridges  (Figs.  306  and  307);  it  is 
often  infiltrated  with  the  salts  of  lime. 

(2)  There  is  a  growth  of  connective-tissue  cells  in  the  endocardium, 
with  a  splitting-up  of  the  basement  substance.  Some  of  the  new  cells 
continue  to  live,  others  degenerate.     By  the  combination  of  such  a  cell 
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growth  and  destruction  the  endocardium  is  in  some  pliRes  destroyed,  in 
others  changed  into  projecting  vegetations  (see  Fig.  ;K)S).  Fibrin  is  de- 
posited on  the  roughened  surfaces  (Figs.  :109  iiiid  310|.  After  atime  the 
condition  nuiy  lie  further  complicated  by  the  shrinkage  and  deposition  of 
the  salts  (if  lime  in  the  new  tissue  and  in  the  endocardium  (Fig.  308). 
All  these  changes  nmy  extend  to  the  wall  of  the  heart  beneath  the  endo- 
cardium. As  the  result  of  the  new  formation  of  connective  tissue  the 
cusps  of  the  valves  may  l>e  shortened  or  grown  together  or  adherent  to 
the  heart  wall.  The  chorda-  tendi»e;r  may  be  shortened  and  the  papillary 
muscle  fibres  shortened  and  distorted. 

The  most  important  i-e.-iult  of  chronic  endocarditis  is  its  effect  on 
the  heart  valves,  producing  insufficiency  and  stenosis  (Figs.  31 1  and  312). 
The  changes  in  the  v:dvcs  are  followed  l»y  changes  in  the  walls  and  cav- 


ities of  tlie  heart,  and  disturbances  of  the  circulation  throughout  the 
body  (see  p.  5(14). 

4.  Chronic  Ulcerative  Endocarditis. — Large  ulcers  or  perforations  of 
the  valves  may  be  formed  in  chronic  endocarditis,  upon  which  clota 
may  form,  so  that  in  gross  appearance  a  great  similarity  exists  between 
this  luid  malignant  ulcerative  endocarditis,  particularly  if  the  latter 
have  been  engraftcti  upon  an  already  chronically  diseased  endocardium. 
The  microscoiHcal  aiul  biological  pxaminutions  must  usually  be  resorted 
to  in  order  to  determine  the  exact  significance  of  the  lesion. 

6<  Tuberculous  Endocarditis  may  occur  in  connection  with  tubercu- 
lous pericarditis  or  general  miliary  tuberculosis.  The  tubercles  may  be 
small  and  single,  or  grouped  in  masses,  and  show  the  usual  degenerative 
changes.' 

'  Set  rffi'n.in-c,  .1/««T,  [..  404;   uUt  Klu-nti,-,  ,Vn-li.  .k  mfid.  cxp.,  vol  s.,  IJ.  1«,  1898. 
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8T0KEB.ADA1IB'  DISEASE.' 
In  this  disease  there  is  a  slow  pulse,  sometimes  accompanied  by 
pulsation  in  the  veins  of  the  neck,  which  is  more  frequent  than  the  beat 
of  the  ventricles.  This  is  associated  with  attacks  of  syncope  with  a 
very  slow  pulse  rate.  This  lack  of  rhythm  in  the  beat  of  the  auricles 
and  ventricles  is  sometimes  considerable,  the  former  sometimes  con- 
tracting three  or  four  times  as  often  as  the  latter.  This  condition,  called 
"heart- block,"  is  attributable  to  interference  with  the  muscular  connec- 
tion which  has  been  shown  to  exist  between  the  auricles  and  ventricles. 


Flo.  312.— Chron 


It  was  formerly  believed  that  the  impulse  which  causes  the  walls  of 
the  chambers  of  the  heart  to  contract  arises  in  the  automatic  heart 
ganglia,  anil  is  conveyed  to  the  muscle  cells  liy  nerves.  The  more 
modern  view  is  that  the  impulse  ari.sps  in  the  musi-ulature  of  the  great 
veins  and  is  propagated  to  the  walls  of  the  heart  chambers  through  their 
musculature.' 

His  has  shown  that  in  mammals  there  is  a  narrow  band  of  muscle 

'  For  a  Btiiiiy  of  Ihii.  rim.liH.iii  «■.■ /■.WniifK^,  J.jur.  Kvp.  Mnl,  vol,  vLi.,  p.  670,  100.1;  alnn 


tures,"  1905-00. 


■of  II..-  .■l,.l<.-..f  (l.r 
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joining  the  septa  of  the  auricles  and  ventricles.  This  is  called  the 
'*  auriculo-ventricular  bundle  of  His."  * 

In  many  cases  of  Stokes-Adams*  disease,  autopsy  has  failed  to  re- 
veal lesions  directly  involving  the  region  of  the  His  V>undle,  but  in  others 
lesions  have  been  found.  In  one  case  a  small  mural  tumor  was  dis- 
covered; in  another  a  gumma;'  in  another'  there  was  a  patch  of  sclerosis 
and  atheroma  involving  the  bundle;  in  still  other  cases  lesions  have  been 
found.*  The  experiments  on  animals*  in  which  heart -block  has  been 
induced  by  injuries  of  the  wall  near  or  involving  the  His  bundle,  to- 
gether with  the  observed  local  lesion,  would  indicate  the  importance  of 
careful  examination  of  this  region  of  the  heart  in  such  cases. 

Other  forms  of  irregular  heart  action,  palpitation,  arrhythmia,  tachy- 
cardia (rapid  heart),  brachycardia  (slow  heart)  are  so  frequently  un- 
associated  with  obvious  lesions  that  we  must  refer  for  their  consideration 
to  treatises  on  clinical  pathology. 

HTPEBTBOPHT  AND  DILATATION  OF  THE  HEABT. 

We  have  seen  in  an  earlier  chapter  that  the  circulation  of  the  blood 
may  be  impaired  by  deficient  cardiac  power,  such  as  may  result  from 
innutrition  of  the  muscle  from  general  causes,  or  from  obstruction  of  the 
coronary  arteries,  from  degenerative  changes  in  the  muscle,  faulty 
innervation,  the  action  of  poisons,  etc. 

But  with  unimpaired  vigor  of  the  heart  muscle  the  circulation  may 
be  interfered  with  by  many  abnormal  conditions.  If  the  orifices  of  the 
heart  are  narrowed  the  blood  is  forced  through  them  with  difficulty; 
if  the  valves  are  defective  the  blood  regurgitates.  If  there  be  obstruction 
in  the  vascular  system  the  flow  of  blood  is  retarded. 

Under  these  and  many  other  conditions  an  unusual  amount  of  work 
is  thrown  upon  the  heart  muscle,  which  may  adapt  itself  to  its  unusual 
tasks  by  a  hypertrophy  which  more  or  less  fully  compensates  for  the 
difficulties  of  the  circulation.*  This  is  compensatory  hypertrophy  of  the 
heart.     The  portion  of  the  heart  muscle  especially  involved  in  hyper- 

*  See  Erianger,  rof.  above,  for  more  detailed  description  of  the  His  bundle  and  ref.  to 
His  and  Retzer. 

The  following  summary  descriptive  of  the  bundle  is  given  by  Erianger  after  Retzer: 
"  The  auriculo-ventricular  bundle  runs  posteriorly  in  the  septum  of  the  ventricles  about 
10  mm.  below  the  posterior  leaflet  of  the  aortic  semilunar  valves;  with  a  gentle  curve  it 
passes  posteriorly  just  over  the  upp>er  edge  of  the  muscular  septum  and  sends  its  fibres  into 
the  musculatun>  of  the  right  auricle  ancl  of  the  auricular  valves.  ...  In  the  heart  of  the 
adult  the  bundle  is  18  mm.  long,  2.5  mm.  wide,  and  1.5  mm.  thick." 

See  also  for  description  of  the  bundle,  with  illustrations,  Keith  and  Flack,  Lancet,  1906, 
vol.  ii.,  p.  359. 

'  See  Ashitm,  Norris,  and  Lavennon,  Am.  Jour.  Med.'Sci..  vol.  cxxxiii.,  p.  28,  1907. 

'  See  Stengel,  Ame»-.  Jcmr.  Med.  Sciences,  vol.  cxxx.,  p.  1083,  1905. 

*  See  SehmnU,  Deutsch.  Arch.  f.  klin.  Met!..  Bd.  Ixxxvii.,  p.  .5.54.  1906. 

*  See  Erianger,  ref.  above. 

*  For  a  suggestive  study  of  cardiac  hypertrophy  a**  an  adaptive  process  see  Wdeh, 
"Adaptation  in  Pathological  Processes,"  Trans,  (-ongr.  of  American  Phvs.  and  Surg.,  vol. 
iv.,  1897. 

For  a  comprehensive  r/sumc  of  the  normal  and  pathological  physiology  of  the 
heart  and  its  morphological  and  functional  lesions  see  Heinz,  "Handbuch  d.  exp.  Path,  und 
Pharmakol.,"  1905,  Bd.  i. 


THE   CIRCULATOBY   SYSTEM 


SOS 


trophy  is  determined  by  the  location  of  the  obstruction  to  the  circulation. 
The  hypertrophy  is  usually  associated  with  dilatation  of  one  or  more  of 
the  heart  cavi.ies. 

Hypertrophy  may  involve  the  walls  of  one  or  more  or  all  the  cavities 
of  the  heart.  While  the  wall  of  a  ventricle  is  thickened,  its  cavity  may 
retain  its  normal  size — sinijde  hypertrophy ;  or  be  dilated^earce n/rw:  hyper- 
trophy; or  it  may  be  contracted — concentric  hypertrophy.  Simple  hyper- 
trophy is  not  common,  but  may  occur  in  connection  with  the  atrophied 
kidneys  of  chronic  diffuse  nephritis. 

Care  should  always  be  exercised  in  judging  of  cardiac  hypertrophy,  for 
a  firmly  contracted  heart  seems  to  have  a  small  cavity  and  thick  walls 


hyptrtropliy   (concenlric) 


(Fig.  313).  It  should  also  be  borne  in  mind  that  an  increase  in  the 
amount  of  fat  in  and  alwut  the  heart  may  make  the  organ  appear  larger, 
when  there  may  be  jictually  a  considerable  decrease  in  the  amount  of 
muscle  tissue.  The  existence  of  such  a  condition  as  concentric  hyper- 
trophy is  denied  by  some  authors.  Kxcentric  hypertrophy  is  the  most 
common  form.  The  muscle  tissue  in  hypertrophied  hearts  is  firmer  and 
denser  than  normal,  and  is  apt  to  have  a  darker  color.  Fatty  degenera- 
tion may,  however,  Iw  associated  with  it,  giving  the  walls  a  lighter  ap- 
pearance. It  is  probable  that  the  increase  of  tissue  in  the  hypertrophied 
heart  wall  is  the  result  of  increase  both  in  size  and  number  of  the  muscle 
fibres. 
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Hypertrophy  of  both  ventricles  increases  both  the  length  and  breadth 
of  the  heart.  Hypertrophy  of  the  left  ventricle  (alone)  increases  its 
length.  The  apex  is  then  lower  and  farther  to  the  left  than  usual.  Hy- 
pertrophy of  the  right  ventricle  (alone)  increases  the  breadth  of  the 
heart  toward  the  right  side;  but  sometimes  the  right  edge  of  the  heart 
retains  its  normal  situation  and  the  apex  is  displaced  to  the  left.  With 
large  hypertrophy  of  both  ventricles,  the  base  of  the  heart  may  sink,  so 
that  its  long  axis  approaches  a  horizontal  direction. 

Hypertrophied  hearts  may  weigh  from  forty  to  fifty  ounces,  or  even 
more. 

Hypertrophy  of  the  heart  may  depend  upon  a  variety  of  conditions 
which  increase  its  work. 

LESIONS  OF  THE  HEART  VALVES  IK  RELATION  TO  HYPER- 
TROPHY AND  DILATATION. 

As  the  result  of  acute  infective  processes  in  the  endocardium  the  heart 
valves  may  undergo  numerous  changes.  These  are  most  frequent  in 
connection  with  acute  articular  rheumatism,  various  forms  of  sep- 
ticaemia, typhoid  fever,  scarlatina,  gonorrhoea,  etc.  We  have  already 
seen  in  detail  the  alterations  induced  in  infections  of  the  endocardium. 
As  the  result  of  these  and  other  processes  the  heart  valves  suffer  ulcera- 
tion, thrombosis,  adhesions,  distortions;  the  chord:©  tendinere  may  be 
shortened  or  the  papillary  muscles  deformed;  while  the  orifices  may  be 
less  exactly  controlled  than  normally  as  the  result  of  myocardial  lesions. 
Thus  it  frequently  occurs  that  the  orifices  of  the  heart  are  too  narrow 
or  the  valves  close  imperfectly,  or  both  conditicms  are  present  together. 

The  narrowing  of  the  orifices  is  called  stenosis;  the  failure  of  the  valves 
to  close  properly  is  called  insufficiency. 

AORTIC  INSUFFICIENCY  AND  STENOSIS. 

In  insufficiency  of  the  aortic  valines  the  blood  which  has  beeii  sent 
forward  into  the  aorta  by  the  contraction  of  the  left  ventricle  in  part 
returns  to  the  ventricle  in  the  following  diastole  through  the  incompletely 
closed  aortic  orifice.  This,  unless  the  ventricle  wall  adapts  itself  to  the 
changed  conditions,  may  lead  to  an  interference  with  the  entrance  of 
blood  from  the  left  auricle  and  so  to  pulmonary  congestion.  Under  these 
conditions,  then,  of  aortic  insufficiency  more  work  is  thrown  upon  the 
muscle  of  the  left  ventricle,  which  may  undergo  compensatory  hyper- 
trophy. With  this  there  is  usually  associated  a  dilatation  of  the  ven- 
tricle cavity  on  account  of  the  larger  amount  of  blood  which  it  is  forced 
to  accommodate. 

In  stenosis  of  the  aortic  valves  there  is  obstruction  to  the  passage  of  the 
blood  into  the  aorta,  and  the  muscle  of  the  left  ventricle  is  forced  to  do 
so  much  extra  work  that  the  wall  of  the  ventricle  becomes  hypertrophied. 
This  hypertrophy  may  be  followed  by  dilatation  of  the  ventricle  through 
a  subsequent  weakening  of  the  wall. 
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MITRAL  IN8XJFFICIEXCT  AND  STENOSIS. 

In  mitral  insufficiency  a  part  of  the  blood  during  systole  of  the  left 
ventricle  is  forced  back  into  the  auricle.  As  the  result  of  this  the  auricle 
is  forced  to  do  more  work  ;  its  wall  undergoes  more  or  less  hypertrophy 
and  dilatation.  Under  these  conditions  the  blood  cannot  properly  flow 
from  the  pulmonary  veins,  which  become  congested.  This  in  turn  brings 
more  work  upon  the  right  ventricle,  which  undergoes  hypertrophy.  But 
when  the  diastole  of  the  left  ventricle  occurs,  blood  flows  into  it  from 
the  auricle  and  the  pulmonary  system  under  increased  pressure;  while 
it  is  forced  to  do  more  work  in  systole  to  compensate  for  the  backward 
current  through  the  faulty  mitral  valve.  Thus  the  wall  of  the  left 
ventricle  becomes  hypertrophied  and  at  the  same  time  becomes  dilated 
from  the  increased  amount  of  blood  which  it  is  forced  to  accommodate. 

In  mitral  stenosis  the  flow  of  blood  from  the  left  auricle  into  the  left 
ventricle  is  obstructed  so  that  more  work  must  be  done  by  the  muscle  of 
the  wall  of  the  auricle.  This  undergoes  a  certain  amount  of  hypertrophy 
and  also  of  dilatation  on  account  of  the  increased  pressure  in  the  pul- 
monary veins.  For  the  pulmonary  vessels  become  overfilled  owing  to 
the  resistance  which  the  blood  encounters  in  the  obstructed  mitral  ori- 
fice. The  heightened  pressure  of  the  pulmonary  vessels  is  felt  in  the  right 
ventricle,  which  must  do  more  work,  and  undergoes,  hypertrophy. 

As  to  the  left  ventricle,  the  wall  may  remain  unaffected  in  uncom- 
plicated mitral  stenosis  or  may  suffer  degenerative  changes  or  atrophy 
if  the  right  heart  fails  to  compensate  properly  for  the  obstructive  lesion. 

INSUFFICIENCY  AND  STENOSIS  IN  THE  BIGHT  HEABT. 

We  need  not  trace  these  lesions  of  the  right  side  of  the  heart  in  detail, 
for  the  changes  are  quite  similar  in  principle  to  those  which  we  have  just 
considered.  But  they  are  by  no  means  as  frequent  or  as  pronounced, 
nor  is  the  compensatory  mechanism  as  perfect  as  in  the  left  heart. 
Lesions  of  the  valves  of  the  right  heart  are  less  frequent  than  those  of  the 
left.  Tricuspid  lesions  infrequently  develop  in  adult  life.  Lesions  of  the 
pulmonary  valves  developing  in  the  adult  are  rare.  During  foetal  life, 
however,  lesions  of  both  of  these  valves  are  not  infrequent.  Congenital 
heart  lesions,  such  as  stenosis  of  the  pulmonary  artery,  may  lead  to  hyper- 
trophy of  the  right  ventricle. 

While  we  have  thus  briefly  touched  upon  some  of  the  more  common 
and  obvious  of  the  conditions  associated  with  the  lesions  of  one  or  the 
other  of  the  heart  valves,  there  are  many  intricacies  and  variations  for 
the  details  of  which  we  must  refer  to  special  works  on  the  subject.* 
But  we  should  remember  that  there  are  frequent  combinations  of  valvu- 
lar lesions  on  both  sides  of  the  heart.  Thus  simple  mitral  insufficiency 
is  common,  while  uncomplicated  mitral  stenosis  or  aortic  insufficiency 
or  stenosis  is  less  frequent  than  are  combinations  of  insufficiency  with 
stenosis  in  either  the  mitral  or  aortic  valves. 

'  See  Krthl,  "Clinical  Pathology,"  Hewlett's  Kng.  Trans.,  1905. 
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SUMMAIIT  OF  CONDITIONS  LEADING   TO   HYPKKTROPHY  OF  THE 

VENTRICLES. 

Hypertrophy  of  the  Right  Ventricle. 

This  occurs  especially  under  conditions  which  lead  to  increased 
resistance  to  the  flow  of  blood  in  the  pulmonary  vessels,  for  exam- 
ple, in  interstitial  pneumonia,  pulmonary  tuberculosis,  emphysema 
w-ith  chronic  bronchitis  and  pleuritis,  rarely  with  sclerosis  of  the  pul- 
monary artery  or  incompetence  or  stenosis  of  the  pvdmonary  or  tricuspid 
valves.  But  lesions  of  the  mitral  valve  or  lesions  of  the  wall  of  the  left 
ventricle  interfering  with  the  pulmonary  circulation  may  indirectly  lead 
to  hypertrophy  of  the  right  ventricle. 

Hypertrophy  of  the  Left  Ventricle. 

Aside  from  the  valvular  lesions  already  considered,  hypertrophy  of 
the  left  ventricle  may  arise  from  stenosis  of  the  aorta,  from  an  increased 
resistance  of  the  flow  of  blood  through  the  peripheral  arteries  as  in  various 
forms  of  obliterating  endarteritis  or  arterio-sclerosis,  and  from  certain 
forms  of  diffuse  nephritis.* 

Arteries  whose  walls  are  stiffened  from  new-formed  tissue  or  from 
degeneration  or  calcareous  infiltration,  or  whose  lumina  are  obstructed 
through  obliterating  endarteritis,  do  not  so  readily  dilate  as  in  normal 
conditions,  nor  do  they  promptly  and  readily  recover  when  the  heart 
pressure  is  reduced  in  diastole.  Thus  it  is  that,  since  the  elasticity  of 
the  arteries  is  an  important  factor  in  the  maintenance  of  the  circulation, 
more  work  in  the  conditions  above  indicated  is  thrown  upon  the  heart, 
which  may  lead  to  its  hypertroph)'. 

The  relationship  of  arterio-sclerosis  to  hypertrophy  of  the  heart  is 
most  complex  and  the  results  of  recorded  observations  conflicting.  One 
of  the  chief  reasons  for  this  uncertaintv  is  doubtless  the  crude  methods 
of  determination  of  both  the  degree  and  seat  of  the  hypertrophy  and  the 
character  and  grade  of  the  arterial  lesion.  The  common  method  of  de- 
termining hypertrophy  of  the  heart  by  simple  inspection  or  by  measure- 
ment of  the  thickness  of  the  heart  wall  is  essentially  faulty  because  no 
account  is  taken  of  the  degree  of  contraction  of  the  muscle  wall  of  the 
heart  which  makes  the  greatest  difference  in  its  thickness.  Only  by  the 
method  of  W.  Miiller,  in  which,  after  the  removal  of  the  fat  about 
the  heart,  the  muscle  wall  of  each  cavity  is  separated  and  weighed  and 
the  weight  of  each  part  compared  with  the  weight  of  the  whole  heart, 
and  its  proportional  weight  to  that  of  the  whole  body,  or  by  some 
similar  method,  can  exact  data  be  obtained.^ 

Furthermore,  the  full  significance  of  arterio-sclerosis  can  be  deter- 
mined only  by  the  more  exact  methods  suggested  by  Thoma.' 

*  For  an  oxpcrimcntal  study  of  hypertrophy  of  the  left  ventricle  with  climinishfHl  kid- 
ney stnictiir»*  Ht»e  Pilnsl^r  and  Hrintkr,  ref.  foot-note,  p.  718. 

^  .Si'<»  MllUer,  "Die  MaswnverhfiltnLsse  des  men.schl.  Herzens."  1H83:  al.HO  summary 
by  JtnHenJdd,  Deutsch.  Arch.  f.  klin.  Me<l.,  Hd.  lix.,  p.  20.5,  1S97:  and  Hirsch,  Deutseli. 
Arch.  f.  klin.  Med.,  Bd.  Ixviii.,  pj).  5.5  and  321,  1900. 

*  Tkoina,  Virchow's  Arch.,  Hd.  civ.  and  following  volumes. 
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The  arterial  lesions  which  appear  to  be  of  most  significance  in  relation 
to  hypertrophy  of  the  heart  are  those  of  the  upper  aorta  and  those  of 
the  splanchnic  system.*  To  what  extent  the  association  of  kidney  lesions 
and  hypertrophy  of  the  heart  are  dependent  upon  arterial  lesions  can  be 
determined  only  by  the  accumulation  of  data  by  the  more  exact  methods 
above  indicated. 

Hypertrophy  of  Both  Ventricles  from  General  Conditions. 

Hypertrophy  of  the  heart  may  accompany  any  condition  which 
leads  to  a  prolonged  increase  in  the  rapidity  of  its  contractions.  It 
may  accompany  exophthalmic  goitre.  It  may  be  associated  with  severe 
or  persistent  muscular  exertion,  or  excesses  in  beer-drinking  or  other 
indulgences.  It  may  be  associated  with  chronic  pericarditis  with  ad- 
hesions. With  the  hypertrophy  arising  under  these  general  conditions 
there  may  be  also  varying  degrees  of  dilatation.^ 

The  Limitations  of  Compensatory  Hypertrophy. 

While  the  hypertrophy  of  the  heart  may  for  a  longer  or  shorter  time 
measurably  compensate  for  the  various  disturbances  of  the  circulation 
which  have  been  considered,  it  is  by  no  means  always  a  perfect  or  per- 
manent adaptive  measure. 

Excessive  functional  demands  upon  the  heart,  interstitial  myocar- 
ditis, which  may  have  preceded  the  hypertrophy  or  followed  it,  degener- 
ation of  the  muscle,  dilatation  of  the  cavities,  obliterating  inflammation 
and  degeneration  of  the  coronary  arteries,  singly  or  in  various  combina- 
tions, may  in  hypertrophied  as  in  other  hearts  lead  to  irreparable  damage 
to  the  organ. 

DILATATION  OF  THE  HEABT. 

In  certain  valvular  lesions  of  the  heart,  as  we  have  seen  above  (p.  504), 
there  occurs  a  dilatation  of  the  heart  cavities  associated  with  hyper- 
trophy of  the  muscle.  This  provides  for  the  larger  amount  of  blood  which 
the  cavities  are  obliged  to  receive  and  propel,  and  is  thus  compensatory 
and  conservative.  This  is  called  active  dilatation.  On  the  other  hand 
there  may  be  no  increase  of  muscle  tissue,  but  a  thinning  of  the  walls 
proportionate  to  the  dilatation  of  the  cavity — passive  dilatation. 

Either  one  or  all  of  the  heart  cavities  may  be  dilated,  the  auricles 
most  frequently;   next  the  right  ventricle;    least  often  the  left  ventricle. 

Active  dilatation  lias  been  already  considered  with  hypertrophy. 

Passive  dilatation  mav  be  associated  with: 

1.  Changes  in  the  valves.  Mitral  or  aortic  stenosis  or  insufficiency 
may  lead  to  dilatation  of  the  auricles  and  right  ventricle.  Pulmonary 
stenosis  or  insufficiency  may  lead  to  dilatation  of  the  right  auricle  and 

'  See  Hasenfrld,  rcf.  above. 

^Howard's  table  of  10.5  cases  of  cardiac  hypertrophy  shows  its  a.ssociation  with  arterio- 
sclerosis in  59  per  cent;  with  nephritis  in  13.4  per  cent ;  with  vaKiilar  lesion  in  12.4  per  cent. 
Johns  Hopkins  Hospital  Reports,  vol.  iii.,  p.  265,  1894.  For  possible  errors  in  such  statistics 
see  p.  506. 
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right  ventricle.  Aortic  insufficiency,  with  or  without  stenosis  or  mitral 
insufficiency,  may  lead  to  dilataiion  of  the  left  ventricle.  Dilatations 
under  these  conditions  are  often  succeeded  and  compensated  for  by 
hypertrophy  of  the  heart  walls. 

2.  Changes  in  the  muscle  tissue  of  the  heart  w^alls.  Serous  infiltra- 
tion from  pericarditis,  myocarditis,  fatty  degeneration  and  infiltration, 
atrophy  of  the  muscle  fibres,  may  all  lead  to  dilatation. 

3.  A  heart  which  is  already  hypertrophied  may,  as  we  have  seen,  from 
degeneration  of  the  muscle,  become  dilated. 

4.  Acute  exudative  inflammation  of  the  lungs  and  acute  pleuritic 
exudations,  l)y  rendering  a  large  number  of  vessels  suddenly  imperme- 
able to  the  l)lood  current,  may  produce  sudden  stasis  in  the  pulmonary 
artery  and  dilatation  of  the  right  heart. 

5.  There  are  curious  and  often  serious  cases  of  acute  and  chronic 
dilatation  of  the  ventricles  for  which  no  mechanical  explanation  is 
found. 

TXJMOBS. 

Primary  tumors  in  the  heart  are  rare,  but  sarcomata,  myzomata,^ 
fibromata,  and  lipomata  may  occur.  Rhabdomyomata,  probably  eon- 
genital,  may  occur  in  the  heart  wall  as  circumscribed  nodular  masses.' 
A  cavernous  tumor  of  this  kind  has  been  described.  Secondary  tumors, 
as  a  result  of  metastasis  or  of  continuous  growth  from  the  pleura  or 
(psophagus  or  other  adjacent  parts,  are  not  very  infrequent.  These  are 
usually  carcinomata  or  sarcomata.  Secondary  chondromata  have  been 
observed.^     A  few  tumors  of  the  heart  valves  have  been  described.* 

PARASITES. 

Echinococcus  sometimes  occurs  in  the  heart  wall  and  may  perforate 
into  the  cavities.     Cysticercus  cellulosae  has  been  o])served. 

The  Blood -Vessels. 

HYPOPLASIA,  ATROPHY,  AND  HYPERTROPHY. 

Hypoplasia. — The  aorta  and  larger  vessels  are  sometimes  dispro- 
portionately small  as  a  congenital  condition — hypoplasia — in  which 
the  heart  may  also  share. ^  This  condition  may  be  associated  wnth  the  so- 
called  "status  lymphaticus  "   (p.  411),  and  may  accompany  chlorosis. 

Atrophy  of  the  blood-vessels  may  involve  the  entire  trunk  or  some  of 
its  elements.     It  may  occur  as  a  part  of  general  malnutrition  of  the  body, 

*  Soo  for  study  of  myxoma  of  heart  J^tnihardt,  Virch.  Arch.,  \\i\.  clxxxi.,  p.  347,  IQCi, 
bibl.;   also  Bacmcinter,  Vh\.  f.  allg.  Path.,  H<i.  xvii.,  p.  257,  1906. 

"^  Seiffert,  Ziep;ler'8  Beitr.,  Hd.  xxvii.,  p.  145,  IWK),  biiiography;  also  Knox  and  Schorer, 
Arch,  of  Podiat.,  Aug.,  1906. 

*  For  bibliography  of  heart  tumors  consult  Berthennon,  An'h.  <le  mc'd.  exp.,  vol.  v., 
p.  ,380,  1893. 

*  See  DjewiUky,  Virrh.  Areh.,  Hd.  clxxxv.,  p.  195,  19(X). 

*  For  a  study  of  hyiK>plasia  of  tlie  arterial  system  se<'  i^tn  ItitiHtk,  Zeits.  f.  klin.  Med., 
Bd.  Ixi.,  i».  .32,  1907. 
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or  in  connection  with  atrophy  of  particular  organs,  or  as  an  accompani- 
ment of  various  diseases  of  the  vessels  themselves. 

Hypertrophy,  which  is  especially  seen  in  the  arteries,  may  occur  in  the 
establishment  of  a  collateral  circulation  upon  the  closure  of  arterial 
trunks;  or  it  may  occur  as  the  result  of  increased  blood  pressure,  as  in 
5ome  forms  of  hypertrophy  of  the  heart. 

The  Arteries. 

BUPTUKE  AND  WOX7ND8. 

The  arteries  are  predisposed  to  rupture  by  fatty  degeneration,  arterio- 
sclerosis with  atheroma,  and  in  various  forms  of  acute  inflammation.* 
Stenosis  of  the  aorta  may  be  followed  by  rupture  between  the  occlusion 
and  the  heart.  The  rupture  may  V)e  complete  or  a  dissecting  aneurism 
may  form  (see  p.  520).  Rupture  of  the  aorta  may  lead  to  sudden 
death  (Fig.  314).  There  may  be  partial  or  complete  rupture  of  an  artery 
from  contusions,  wrenchings,  falls,  etc.  The  injury  to  an  artery  from  a 
penetrating  wound  may  be  fatal  if  the  vessel  be  large.  The  wound  of  a 
small  artery  may  close  or  a  false  aneurism  may  develop  at  its  seat. 

In  the  healing  of  a  wounded  artery  the  vessel  retracts  and  contracts, 
and  a  thrombus  is  formed  within  it.  The  contraction  alone  may  be  suffi- 
cient to  close  the  vessel;  its  coats  thicken,  and  the  inner  surfaces  finally 
are  fused  together;  or  the  blood  coagulates  and  forms  a  thrombus  in  the 
vessel  near  the  wound.  This  thrombus  later  becomes  organized  and  the 
vessel  is  converted  into  a  fibrous  cord. 

DEGENERATION. 

Fatty  Degeneration. — This  may  occur  in  the  walls  of  otherwise  unal- 
tered vessels,  or  in  those  which  have  undergone  a  variety  of  inflamma- 
tory or  degenerative  changes.  It  may  occur  either  in  the  intima  or 
media,  or  both,  and  may  be  so  extensive  as  to  form  a  very  prominent 
gross  lesion,  or  so  little  developed  as  to  require  the  microscope  for  its 
recognition.  When  marked,  especially  if  occurring  in  the  intima  of 
large  vessels,  smaller  and  larger  spots  or  stripes  or  patches  may  be  seen, 
of  a  yellowish-white  color,  usually  sharply  circumscribed,  and  sometimes 
smooth,  sometimes  roughened  on  the  surface.  It  is  most  apt  to  occur  in 
the  aorta,  but  may  be  found  in  any  of  the  vessels.  In  moderate  degrees 
of  the  lesion  we  find  on  section  that  the  cells  of  the  intima  contain  fat 
droplets  in  greater  or  less  number.  When  further  advanced,  not  only 
are  the  cells  crowded  with  fat  droplets,  but  the  intercellular  tissue  also 
may  be  more  or  less  densely  infiltrated  with  them.  Sometimes  the  infil- 
tration is  so  dense  that  the  tissue  breaks  down,  and  there  may  be  an  ero- 
sion of  the  surface,  forming  a  so-called  fatty  ulcer.  When  the  media  is 
involved  the  muscle  cells  contain  fat  droplets.  It  may  lead  to  the  for- 
mation of  aneurism  or  to  rupture  of  the  vessels. 

*  For  study  of  perforations  of  aorta  in  pvai'mia  sec  Wiltc,  Ziegler's  Beitr.,  Bd.  xxxvii.,  p. 
151,  1905. 
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Amyloid  Degeneratioii,  wliirh  muy  affect  all  the  coats  of  the  arteries, 
but  especially  the  intiiiin  und  inedia,  has  already  been  described  in  gen- 
eral (p.  4S).  It  will  be  further  considered  under  the  lesions  of  the 
organs  in  which  it  most  commonly  occurs. 

Hyaline  Degeneration  may  cause  thickening  of  the  intima  of  the  blood- 
vessels by  its  conversion  into  oi  infiltration  with  a  homogeneous  muterial 


Ct'raiirontic.) 


somewhat  similar  to  amyloid  (see  p.  47).  Or  it  may  involve  the  entire 
wall  of  smaller  vessels,  converting  them  into  irregular  iumpj-  cords. 
The  lumen  of  vessels  thus  changed  may  be  obliterated  or  occluded  by 
thrombi. 

Calcification  usually  occure  in  vessels  otherwise  diseased,  and  may 
involve  either  the  intima  or  media.  It  consists  in  the  deposition  of  salts 
of  lime  either  in  the  ceils  or  intercellular  substance.  The  lime  may  be 
in  the  form  of  larger  or  smaller  granules  or  in  dense  translucent  plates. 
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INFLAMMATION. 

Acute  Arteritis. — Acute  inflammation  of  the  walls  of  the  arteries  is,  in 
the  majority  of  cases,  the  result  of  injury,  or  of  an  inflammation  in  the 
vicinity  of  the  vessel,  or  of  the  lodgment  within  it  of  some  foreign  body  of 
an  irritating  or  infectious  nature.  The  inflammatory  process  may  be 
largely  confined  to  the  inner  coat  of  the  vessels — endarteritis ;  or  it  may 
commence  in  the  outer  coats — periarterHis  ;  or  it  may  involve  the  entire 
wall. 

The  blood-vessels  in  the  outer  coats  may  be  congested,  the  tissue 
finlematous  and  infiltrated  with  pus  cells,  and  the  entire  wall  may  be- 
come necrotic.  The  intima,  if  this  lnyer  be  involved,  loses  its  natural 
gloss  and  looks  dull-yellowish  and  is  swollen  and  may  then  ulcerate. 
Under  these  conditions  thrombi  usually  form,  and  in  these  may  occur 
the  various  changes  which  have  been  alreariy  described  on  page  23.  Ikit 
the  process  may  originate  in  an  infective  thrombus  or  embolus  most 
CQmmonly  associated  with  streptococcus  or  staphylococcus  pyogenes, 
■^—thromhoarteritis — embolic  arteritis. 

In  cerebrospinal  meningitis,whether  this  be  incited  by  the  meningococ- 
cus, streptococcus,  pneumococcus,or  by  the  tubercle  bacillus,  there  may 
be  an  acute  endarteritis  characterized  by  the  accumulation  of  leucocytes 
and  polyhedral  cells  beneath  the  endothelium,  often  raising  this  layer 
from  the  underlying  tissue  (Figs.  134  and  135).  This  lesion  may  occur 
with  or  without  the  involvement  of  the  outer  la  vers  of  the  vessel.' 

Rupture  of  the  artery  with  more  or  less  extensive  haemorrhage  may 
follow  acute  suppurative  and  necrotic  inflammation  of  these  vessels. 
Thus  false  aneurisms  (see  p.  520)  may  be  formed.  Or  true  aneurisms 
may  be  developed  at  the  weakened  point.  In  healing,  fibrous  tissue  may 
form,  leading  to  various  phases  of  arterio-sclerosis.  Finally,  as  the  result 
of  organization  of  thrombi  (seep.  26),  waich  may  V>e  present,  new  tissue 
may  form  within  the  lumen  of  the  involved  vessel — thromboarteritis 
proliferans. 

Chronic  Arteritis  (Arterio-Sclerosis). — Since  the  publication  of  the 
studies  of  Gull  and  JSutton  on  arterio-capillary  fibrosis,  attention  has  been 
every  year  more  and  more  directed  to  chronic  pathological  changes  in 
the  arteries  as  of  great  frequency  and  importance.  These  changes 
are  productive  and  degenerative  in  character  and  have  an  important 
bearing  upon  the  circulation  and  upon  the  integrity  of  the  vessel  walls. 
They  are  in  part  primary,  in  i)art  secondary,  and  may  involve  single 
vessels  or  vas<'ular  territories  or  may  affect  the  entire  vascular  system. 

The  lesions  differ  somewhat  in  the  small  and  large  vessels.  In  very 
snuill  arteries  there  is  a  more  or  less  general  though  not  uniform  thicken- 
ing of  the  intima  (Figs.  315  and  31f)).  This  is  due  in  part  to  a  prolifer- 
ation of  the  endothelium,  in  part  to  increase  in  the  connective  tissue  of  the 
intermediary  layer.     In  tliis  way  a  considerable  amount  of  moderately 

*  For  a  .study  of  tlii.s  \vt<'um  of  tin*  suliendotiiolial  layers  of  the  arteries  in  tubereiilosiri,  see 
Hcktoen,  Jour.  Exp.  Med.,  vol.  i.,  p.  112,  ISlHi,  bibl. 
Sec  also  Flexner,  p.  220. 
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ccllulur  hbruu»  tisbiie  (Fig.  31S)  amy  form  wilhir.  Ihc  iiicmbruim  ela&tk-H, 
niul  the  lumen  may  be  largely  or  wholly  obliterated — obliteratiiu)  CTidartc- 
riti^.     The  middle  coat  as  well  aa  the  inner  may  be  thi(kenert  (Fig.  317). 


'^S^^^:' 


Fio.  315.— Chronic  Arti: 
AKTKRi(i-(k-i.EiiomH  —  Uulitf: 
Ekdahteritth. 

Showing  »  lliirkcnitift  uf  tlii; 
111  o  ^•nmll  urliTy  of  the  bmiii. 


Ill  largrr  artvries  the  new  tissue  may  form  lionealh  the  cmlothelium 
diffusely  or  iu  circumstribed  miwsca,  or  may  cniircic  the  vessel.     The 


C'uinplctv  iH'ctuijiuu  uf  ll 


I.    317.^-OBLlTKIfATIXa    1 

lumen  followed  by  gangniic  of  th 
tliickpning  of  the  miiHriilar  coat. 


endothelium  over  the  involved  areas  may  remain  intact  or  it  may  pro- 
liferate or  become  fatty  or  necrotic.     The  new-formed  fibrous  tissue  of 
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the  intima,  which  may  contain  also  new  elastic  tibrea,'  is  usually  dense, 

having  few  cells,  and  is  prone  to  undergo  fatty  degeneration,  to  become 

necrotic,  and  to  disintegrate,  and  thus  larger  and  smaller  cavities,  filled 

with    disintegrated    tissue,     fat,    and 

<?holesterin   crystals,  may  develop    in 

the  new-formed  tissue  (Figs.  316  and 

319),     These   are   called   atheromatous 

cysts.'     They  may  extend  toward  the 

lumen  of  the  vessels,  into  which  they      '  ^         — - 

may  open,  giving  rise  to  emboli  and 

forming     rough-edged     ulcers,     often     iJ^^r^l^Ti^w^^rir  aJvITio 

with  undermined  edges.      Upon  these,      ScLtKosia 

thrombi  may  form.   In  the  new-formed 

tissue  of  the  intima,  as  well  as  in  the  necrotic  foci  and  in  the  detntus 

of  the  cysts,  calcification  may  occur. 

Fatty  degeneration,  iitrophy,  and  calcification  may  occur  in  the  mus- 
cularis  and  advenlitia  of  the  involved  vessels.  Theie  may  be  degen- 
eration and  atrophy  of  the  elastic  lamina. 

Similar  processes  may  occur  in  the  aorta,  the  new  tissue  growth  and 


Fio.  319. — Chronic  Ahtkhitib — Artehio-Sclerobib — Cerebral  Abtebt. 
Inner  co»t  tliicktned;  degenpration  vxd  softening  (atheroma)  of  s  part  of  the  thick- 

the  degeneration  1)eing  less  definitely  limited  to  the  inner  layer  of  the 
wall.  The  elastic  lamina  may  be  degenerated,  partially  atrophied  or  ab- 
sent, in  patches  in  the  wall  of  the  vessel  (Fig.  320).    The  aorta  may  thus  be 

'  See  Jort,,  Ziegli-r's  Iffilr..  Hil.  xxiv..  p.  4,W,  1898.  bibl. 

'  The  word  atlicroiiia  in  rMiiiiptiui™  applied  lo  tlic  whole  process  of  arterio-sclerosia,  but 
it  would  be  well  to  limit    it  lo   tlie  drgentrativr   phases  which   result  in  softening  of  tho 
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lieset  with  larger  and  smaller,  irregular,  white,  hard,  elevated  thickenings 
(Fig.  321),    often  yellowish   from  fatty  degenemtion.     Beneath   these 


replaced  by  ili>ii«-  fil>rt 


there  may  be  atheromatous  softening,  or  these  sflerotic  areas  may  be 
calcified  and  project   as  hard,  often  brownish   plates   with  smooth  or 


rough  eilges.     The  surface  of  the  aorta  may  be  rough  from  erosion  ovei' 
the  degenerated  areas,  and  upon  these  or  elsewhere  parietal  thrombi  may 
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form   (Fig.    322).     Such  sclerotic   areas   are  often  well  marked  at  the 
junctioQ  of  smaller  vessels  with  the  aorta. 

We  have  seen  that  in  the  smaller  vessels  arterio-selerosis  may  lead  to 
extreme  narrowing  or  occlusion  of  the  lumen.     When  this  does  not  occur, 


venipnt  of  all  the  Javers      The  lliickening  ot  the  inlima  Lh  i. 
lOQ  arc  Been  in  lis  ilrei«T  portion,      Palrhw  of  fibrous  tinai 
V  xmall  thrombiii  lioa  turmoil  upon  tlic  i^urface. 


and  especially  in  the  medium-sized  arteries,  since  the  new  tissue  is  less 
elastic  than  normal  anti  liable  to  yield  to  the  pressiire  of  the  blood,  the 
lumen  may  in  places  be  dilated  (Fig.  323)  or  the  wall  may  rupture.  In 
this  way  aneurisms  may  form.  This  is  especially  apt  to  occur  when 
atheromatous  degeneration  has  taken  place  and  the  muscularis  is  either 


largest  formation 


atrophied  i  Icgei  trjte  1  In  the  lorta  1=  1  lat-jf  on  and  r  ipt  ire  may 
occur. 

.■\rterio-'<  le  iti  mT\  1  e  larpeh  I  m  te  1  (o  tl  e  anrt  i  or  to  other  single 
vessels,  or  t  n  ij  o  r  n  spe  al  \a'<  il  tncti  si  h  as  those  of  the 
brain  or  he  irt 

As  the  result  of  arterio-sclerosis  a  great    variety  of  circulatory  (lis- 
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turbances  may  arise,  both  local  and  general.  The  effect  upon  the  heart 
of  the  narrowing  of  the  lumen  of  the  arteries,  as  well  as  the  loss  of  their 
elasticity,  we  have  seen  above  (p.  502).* 

Thk  Conditions  Lkading  to  Arterio-Sclerosis. — The  lesions  of 
arterio-sclerosis  often  occur  with  gout,  syphilis,  chronic  lead  and  alcohol 
poisoning,  overwork,  and  overfeeding.  They  are  usual  in  senility,  and 
predisposition  to  them  may  be  inherited.  They  may  be  associated  with 
cardiac  hypertrophy  from  valvular  lesions  or  with  chronic  diffuse  ne- 
phritis or  other  conditions  involving  increased  arterial  tension.  They 
may  occur  locally  in  connection  with  tumors.  In  various  acute  in- 
fections— diphtheria,  scarlatina,  typhoid  fever,  influenza,  pneumonia,  and 
pyaemia — localized  lesions  of  the  medium-sized  arteries  may  occur,  leading 
to  sclerosis.  There  is  degeneration  of  the  smooth  muscle  cells  and  the 
elastic  tissue  of  the  media  occurring  in  patches  and  followed  by  necrosis. 
These  local  lesions  may  heal  by  connective-tissue  formation,  or  they  may 
involve  the  intima,  leading  to  sclerosis  and  more  or  less  obstruction  of  the 
lumen.  The  aorta,  the  arteries  of  the  brain,  and  the  coronaries  are 
frequently  involved.^ 

While  the  mechanical  conditions  under  which  arterio-sclerosis  devel- 
ops are  not  very  fully  understood,  the  studies  of  Thoma  have  pointed 
the  way  along  which  fruitful  research  may  be  confidently  expected. 

In  accordance  with  the  results  of  Thoma's  experiments  one  may  re- 
gard the  primary  lesions  of  arterio-sclerosis  as  a  compensatory  hyper- 
plasia of  the  intima.  If  for  any  reason — congenital  defects,  for 
example — the  wall  of  the  artery  in  a  given  region,  as  is  the  case  in  the 
circumscribed  or  nodular  forms  of  arterio-sclerosis,  be  weakened  and 
yields  to  the  blood  pressure,  it  is  at  this  point  that  the  new  tissue  forms 
in  the  intima  and  restores  the  lumen  to  its  natural  calibre  (see  Figs. 
316  and  323)  with  restitution  of  the  rate  of  blood  flow.  That  this  com- 
pensation is  often  incomplete  or  temporary,  or  that  it  brings  with  it 
other  and  often  serious  complications,  does  not  militate  against  this  view 
of  the  significance  of  these  blood-vessel  lesions,  and  is  only  one  of  many 
examples  of  imperfect  adaptation  in  pathological  processes.' 

Cl.\ssifi('ati()N  of  the  Forms  of  Arterio-Sclerosis. — Various 
classifications  of  the  lesions  of  arterio-sclerosis  have  been  made.  Thoma* 
places  in  one  class  the  primary  and  more  limited  nodular  forms  of  fibrous- 
tissue  growth,  especially  in  the  larger  vessels,  which  he  regards  as  com- 
pensatory in  the  way  just  indicated;  in  another  the  diffuse  or  secondary 
form,  which  is  attributable  to  an  increased  resistance  to  the  flow  of  blood 
in  peripheral  vessels,  such  as  those  of  the  kidney,  a  weakening  of  the 
musrularis  through  degeneration,  the  consequent  dilatation,  and  then 
the  compensating  fibrous-tissue  growth  in  the  vessels  at  large. 

*  For  a  comprehensive  n'sumf  of  the  normal  and  pathological  physiology  of  the  blood- 
vesMels  see  Heinz,  Ilandbuch  d.  exp.  Path,  und  Pharmakol.,  1905,  Bd.  ii. 

*  See  Wieael,  Zeit,s.  f.  Heilkunde,  Abt.  d.  path.  Anat.,  Bd.  xxvii.,  p.  262.  1906. 

*  Sec  reference  to  Wdch,  p.  109. 

*  Thoma,  nee  Virch.  Arch.,  Bd.  xciii.,  p.  *43;  tWd.,  Bd.  cxvi.,  p.  1 ;  also  Thoma's  "Text- 
Book  of  General  Pathology,"  vol.  i.,  Eng.  tran.s. ;  also  reference  to  Thoma's  works,  Arch.  f. 
£ntwickl.  Mech.,  Bd.  xii.,  p.  3/52, 
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CJouncilman  *  has  grouped  the  lesions  into  three  forms:  1st,  the  nodu- 
lar, corresponding  with  the  primary  form  of  Thoma;  2d,  a  senile  form,  in 
which  there  are  often  great  distortion  of  the  vessels,  calcification,  and  fre- 
quent thinning  of  the  walls,  atrophic  changes  in  the  viscera  are  apt  to 
be  associated  with  this  form  of  senile  arteritis;  3d,  a  diffuse  form  of 
marked  obliterating  endarteritis  with  fibrous  involvement  of  the  muscu- 
lar layer.  This  is  apt  to  be  associated  with  hypertrophy  and  often  with 
dilatation  of  the  heart,  and  with  chronic  diffuse  nephritis  often  with  atro- 
phy. The  arterial  changes  may  be  marked  in  the  liver  as  well  as  in  the 
kidneys.* 

Periarteritis  Nodosa. 

A  few  cases  have  been  described  in  which  many  of  the  small  arteries  in  the  muscles 
and  in  the  viscera  were  beset  with  small  wliite  knobs  projecting  from  the  side  or  sur- 
rounding the  vessels.  These  circumscribed  thickenings  of  the  vessel  wall  are  apt  to 
involve  all  the  layers  of  the  vessel,  and  may  encroach  upon  the  lumen.  The  thickened 
portions  are  infiltrated  with  small  spheroidal  cells.  Multiple  aneurisms  may  develop 
at  the  seat  of  the  local  thickening.^ 

Tuberculous  Arteritis. — Tuberculosis  of  the  arteries  is  usually  second- 
ary, the  process  extending  to  their  walls  from  an  already  established 
focus  (Fig.  324).*  Tubercle  tissue  with  necrosis  may  involve  the  external 
layers,  while  an  obliterating  inflammation  often  closes  the  lumen.  Thus 
it  is  that  in  tuberculous  cavities  of  the  lungs  large  arterial  trunks  may 
be  laid  bare  (see  Plate  X.)  without  a  distribution  of  the  bacilli  through 
the  body  and  without  haemorrhage.  Tuberculosis  of  the  aorta  is  of  occa- 
sional occurrence.^ 

Syphilitic  Arteritis. — In  the  more  characteristic  forms  of  this  lesion 
there  may  be  gummata  formed  in  the  walls.  Or  there  may  be  a  diffuse 
formation  of  new  cells  and  new  fibrous  tissue,  especiall}'  in  the  aJven- 
titia  of  the  vessels.  This  may  extend  to  the  middle  and  internal  layer 
and  lead  to  narrowing  of  the  lumen.  There  may  be  degeneration  and 
ulceration.  Such  lesions  may  be  circumscribed  or  extensive  and  may 
result  in  aneurism  or  rupture  or  closure  of  the  lumen.* 

Save  for  the  occasional  formation  of  gummata  and  the  frequent 

*  For  a  rt^svm/'  of  views  based  upon  Thuina's  stu<lie.s  see  CnuncUmart^  Trans.  Assn.  Am. 
PhjTB.,  vol.  vi.,  p.  179,  1891.  For  a  general  study  of  pathogenenis  of  arterio-sclerosis  see 
Pie  and  Bonnamour,  Jour,  de  phys.  et  path.  g<*n.,  t.  viii.,  p.  495,  1900,  bibl. 

*  By  the  injection  of  adrenalin  in  animals,  Pearce  ami  Stanton  have  induced  le.sion.s  in 
the  arteries  comparable  with  those  of  arterio-sclero.'*is  in  man,  .lour.  Exp.  Metl.,  vol.  viii.. 
p.  74.  1906. 

'Consult  V.  Kahlden,  Ziegler's  Beitr.  z.  path.  Anat..  otr.,  Bd.  xv.,  p.  581,  1894;  also 
Graf,  ibid.,  IW.  xix.,  p.  181,  1896. 

*  For  a  stutiy  of  tuberculosis  of  arteries  see  (t'cinslrr,  Virch.  Arch.,  Bd.  clxxxvi..  p.  135, 
1906,  bibl. 

*  5<roe6<',  Centralbl.  f.  Path.,  Bd.  viii.,  p.  998,  1897.  bibl.  Consult  Blunter,  Am.  Jour. 
Med.  Sci.,  vol.  cxvii.,  p.  19,  1899,  bibl.  For  bibl.  of  tuberculous  arteritis  see  ref.  HekUten, 
foot-note,  p.  511. 

*  For  a  careful  study  of  alterations  of  the  blo()d-ves.s«»ls  in  .syphilis  see  Abramou\  Zieg- 
ler's Beitr.  z.  path.  Anat.,  Bd.  xxvi.,  p.  202,  1899.  bibl.  For  a  review  of  syphilitic  aortitis 
aeeFahr,  Virch.  Arch.,  Btl.  clxxvii.,  p.  508.  1<M)4;  aUo  Chiari,  Verhl.  Deut.  path.  Gesellsch., 
Bd.  vi.,  p.  137,  1904. 
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development  of  considerable  new  polyhedral -eel  led  tissue  there  ap- 
pear to  be  no  distinctive  morphological  characteristics  of  syphilitic 
arteritis. 

ANEUBISH. 

An  aneurism  is  a  dilatation  of  an  artery,  either  cylimlrit-al,  fusiform, 
or  sacculated,  the  walls  consisting  of  all  or  part  of  the  coats  of  the  artery 
variously  altered. 

The  conditions  which  commonly  lead  to  aneurisms  are  arterio-sclero- 
sis,  either  with  or  without  associated  degeneration,  or  the  local  weaken- 
ing of  the  walls  of  the  vessels  which  often  leads  to  compensatory  arterio- 


i24. — TvHLRdLUiit  Artlritib    ' 
he  encroachment  of  an  area  of  tubcrculn  m 
I  (he  formation  of  a  msM'  partly  orrlud  ng  I 
how  tlie  gpncraliiation  of  tl  e  tuberculuuH 
thp  Rweeping  bwb\  o(  the  tubercle  bac  II   bv  tl 
various  partH  of  the  body. 


f  tie      -wel.     This 

tl  rtURl    the  body 

I  I  ll     eatablutluncat 


sclerosis,  or  the  blocking  of  a  vessel  by  embolus.  Aneurism  may  develop 
at  the  point  of  partial  rupture  of  the  walls  of  an  arteiy.  Aneurisms  may 
follow  the  local  necrotic  and  ulcerative  process  in  the  walls  of  the  vessels 
or  on  the  heart  valves  incited  by  infectious  agents,  which  as  emboli  or 
otherwise  have  i-eached  these  parts.  Such  mycotic  aneurisms  are  fre- 
quently multiple,' 

In  cylindrical  or  fusiform  aneurism  there  is  apt  to  be  at  first  a  disten- 

'  For  a  stiidv  iif  mviolii-  ancurisMis.  nitli  hibl.,  MV  MtCrat,  Jour,  of  Pall.,  and  Bact., 
vol.  X.,  p.  373,  1905. 
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tion  of  all  the  walls  of  the  vessel;  but  this  is  often  irregular,  ao  that  the 
sac  may  bulge  more  in  one  place  than  in  another  (Fig.  325).  The  walls 
may  become  thin  or  through  new-formed  tissue  they  may  become 
thickened;  they  may  undergo  degeneration  or  calcification.  Such  aneur- 
isms are  most  frequent  in  the  tiorta,  but  maj'  occur  in  other  vessels. 

In  the  sacculated  aneurism  there  is  either  a  dilatation  of  the  entire 
circumference  of  an  artery  over  a  short  portion  of  its  length,  or  there 
may  be  a  dilatation  of  only  a  small  portion  of  one  side  of  the  wall,  so 
that  the  aneurism  looks  like  a  swelling  attached  to  one  side  of  the  artery. 


The  aneurism  may  commence  as  a  dilatation  of  all  the  coats  of  the  vessel; 
but  the  middle  coat  soon  atrophies,  so  that  the  wall  is  composed  of  the 
inner  and  outer  coats:  or  the  inner  coat  is  destroyed  by  endarteritis,  so 
that  the  outer  coat  alone  forms  the  wall  of  the  aneurism;  or  the  dilata- 
tion may  commence  at  the  seat  of  rupture  of  one  or  more  coats  of  the 
vessels.  As  the  aneurism  increases  in  si/c  it  may  press  upon  and  lead  to 
partial  destruction  of  neighborinfj  tissues  and  viscera,  so  that  portions  of 
these  tissues  and  viscera  may  take  the  place  of  the  wall  of  the  aneurism. 
The  cavity  of  the  aneurism  is  filled  with  fluid  or  clotted  blood,  or  with 
layei-3  of  fibrin  (['is:.  :i2())  which  adhere  closely  to  its  wall.  The  com- 
munication between  the  aneurism  and  the  artery  may  be  small  or  large. 
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If  arterial  branches  are  given  off  from  the  aneuriem  they  may  rem^n 
open  or  become  plugged  with  fibrin;  or  their  walls  are  thickened  and 
their  cavities  narrowed  by  endarteritis.  Death  may  occur  by  the  press- 
ure and  interference  of  the  aneurism  with  the  adjoining  viscera,  or  by 
rupture. 

Dissectiiig  AneuriBtns  are  those  in  which,  owing  to  a  solution  of  con- 
tinuity of  the  inner  layers  of  the  artery,  the  blood  gets  between  the  media 
and  adventitia,  and  forces  its  way  for  8  greater  or  less  distance  between 
them.     Or  it  may  separate  the  media  into  two  layers,' 

Spurious  or  False  Aneurisms  are  most  frequently  connected  with  ves- 
sels of  the  extremities.     When  an  artery  is  wounded  the  blood  escapes 


Showiog  lunellsted  olot. 


into  the  surrounding  soft  parts,  and  a  cavity  is  formed  filled  with  blood 
and  broken-down  tissue. 

The  wound  in  the  nrteiy  may  heal  and  the  effused  blood  be  absorbed; 
or  it  may  become  the  seat  of  secondary  inflammatory  processes. 

Finally  a  wall  of  fibrous  tissue  may  be  formed,  while  the  wound  of 
the  artery  remains  open,  so  that  there  is  an  aneurismal  sac  through 
which  the  blood  is  constantly  pouring.     This  is  called  a  jalse  aneurism. 

Aneurismal  Varii:  Varicose  Aneurism. — If  an  artery  be  wounded, 
and  at  the  same  time  the  vein  which  accompanies  it,  we  have  as  the  result 
the  conditions  called  aneurismal  varix  and  varicose  aneurism.  In  aneu- 
rismal varix  the  artery  and  vein  become  adherent  at  the  seat  of  injury,  so 
that  the  arterial  blood  passes  directly  into  the  vein.  There  is  a  smooth, 
rounded  opening  between  the  two  vessels,  the  vein  is  dilated  into  a  sac, 

*  For  a  study  of  din>ir<'ting  am-iiriKiii  ive  Adann,  Hontrral  MeU.  Jour,  June  and  July,  1896. 
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and  the  veins  emptying  into  it  are  dilated  and  tortuous.  In  varicose 
aneurism  the  artery  and  vein  do  not  communicate  directly,  but  a  false 
aneurismal  sac  is  formed  between  the  vessels,  into  which  the  blood  is 
poured  before  passing  into  the  vein.  Varicose  aneurism  may  also  ])e 
formed  by  the  spontaneous  rupture  of  an  aneurism  into  a  vein.  The 
aneurism  presses  against  the  vein,  becomes  adherent,  and  finally  rupt- 
ures into  it.  This  condition  has  been  observed  between  the  aorta  and 
pulmonary  artery;  the  aorta  and  inferior  and  superior  vena  cava:  the 
popliteal  artery  and  vein;  the  femoral  artery  and  vein;  the  splenic 
artery  and  vena  azygos;   the  internal  carotid  and  sinus  cavernosus. 

Cirsoid  Aneurism  is  one  formed  by  the  dilatation  and  lengthening  of 
large  or  small  arteries  or  arterial  tracts.  The  walls  of  the  arteries  are 
thinned,  the  vessels  are  tortuous  and  in  places  sacculated.  These 
changes  are  most  frequent  in  small  arteries,  especially  the  temporal  and 
occipital.  They  involve  the  trunk  of  the  vessel  and  its  branches,  or 
may  extend  to  the  capillaries  and  small  veins.  They  form  larger  or 
smaller  tumors  beneath  the  skin. 

ANEURISMS  OF  THE  DIFFERENT  ARTERIES. 

The  aorta  may  be  dilated  over  its  entire  lenp:th,  or  there  may  be  diffuse 
or  circumscribed  dilatations  at  any  portion  of  its  course;  or  there  may 
be  several  aneurisms,  situated  at  different  points.  The  ascending  por- 
tion of  the  arch  of  the  aorta  may  be  uniformly  dilated  in  a  fusiform 
shape  (Fig.  325),  or  there  may  be  circumscribed  dilatations  on  its  an- 
terior wall,  or,  more  rarely,  on  its  posterior  wall.  The  sacculated  aneu- 
risms vary  in  size  and  may  rupture  within  the  pericardium;  or  they  may 
form  a  cavity  in  the  upper  part  of  the  ventricular  septum  and  commu- 
nicate by  openings  into  the  pulmonary  artery  and  left  ventricle;  or  ihey 
may  dilate  downward  between  the  visceral  and  parietal  pericardium,  in 
front  of  the  heart,  pushing  that  organ  backward.  They  may  perforate 
into  the  right  or  left  auricle  or  right  ventricle  the  superior  vena  cava, 
or  the  pulmonary  artery;  or  they  may  reach  a  large  size,  press  on  and 
erode  the  right  side  of  the  sternum  and  adjoining  ribs,  project  under  the 
skin,  and  even  rupturc^  externally.^ 

The  transverse  portion  of  the  arch  may  be  dilated  in  a  fusiform  shape, 
or  there  may  be  sacculated  aneurisms  at  any  point  in  its  wall.  The  sac- 
culated aneurisms  usually  reach  a  considerable  size.  They  press  on  the 
sternum  and  riV)s  in  front,  or  on  the  oesophagus,  trachea,  and  bronchi 
behind  The  large  arteries  given  off  from  the  arch  may  be  occluded. 
They  cause  death  by  pressure  on  the  air  passages,  the  oesophagus,  and 
the  vena  cava;  or  may  rupture  externally  or  into  the  a»sophagus,  trachea, 
bronchi,  pulmonary  artery,  or  pleural  cavities. 

On  the  abdominal  aorta  aneurisms  are  usuallv  sacculated.  If  thev 
are  situated  high  up  they  may  project  into  the  pleural  cavities;  if 
lower  down,  into  the  abdomen.     They  may  compress  and  displace  the 

'  For  extension  or  aortic  aneurism  into  the  heart.  an(i  diswcting  aneuri«m8of  the  heart, 
see HeXrtoen,  Trans.  Assn.  Am.  Phys.,  vol.  xvi..  p.  127.  HM)1. 
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viscera,  vessels,  and  nerves,  and  erode  the  vertebra?.  They  may  rupture 
behind  the  peritoneum,  into  the  peritoneal  cavity,  the  pleural  cavities, 
the  inferior  vena  cava,  the  bronchi,  the  lungs,  the  duodenum,  the  colon, 
the  pelves  of  the  kidney,  or  the  posterior  mediastinum.  Rupture  of  the 
aorta  with  the  development  of  a  long  dissecting  aneurism  parallel  to  the 
vessel  may  give  rise  to  a  condition  simulating  a  double  aorta.^ 

The  coronary  arteries  may  be  dilated  throughout,  or  may  be  the  seat 
of  small  sacculated  aneurisms.*  These  may  rupture  into  the  pericar- 
dium, or  may  lead  to  rupture  of  the  heart  wall. 

The  pulmonary  arteries  are  rarely  the  seat  of  aneurisms.  Diffuse  and 
circumscribed  dilatations,  however,  sometimes  occur  on  the  main  trunk 
and  on  the  two  principal  branches  of  the  artery.  They  do  not  usually 
reach  a  large  size,  but  may  cause  death  by  rupture.  General  dilatation 
of  all  the  branches  of  the  pulmonary  artery  is  more  common.  It  is 
found  in  connection  with  stenosis  of  the  mitral  valves  and  with  compres- 
sion or  induration  of  the  lung  tissue.  Small  multiple  aneurisms — miliary 
aneurisms — may  occur  in  the  cerebral  arteries;  less  frequently  in  the 
pulmonary  and  mesenteric.  These  are  probably  due  to  some  congenital 
weakness  of  the  walls  at  the  point  of  formation  of  the  aneurism. 

Of  the  other  arteries  of  the  body  there  is  hardly  any  one  which  may 
not  become  the  seat  of  an  aneurism.' 

STENOSIS  AND  OBLITEBATION   OF  THE  AORTA. 

This  lesion  near  the  entrance  of  the  ductus  arteriosus  has  been  observed 
in  a  considerable  number  of  cases.  The  degree  of  stenosis  varies.  The 
aorta  may  be  entirely  closed  and  converted  into  a  solid  cord  for  a  half  an 
inch;  or  there  may  be  a  constriction  through  which  there  is  a  larger  or 
smaller  opening.  The  walls  of  the  aorta  at  this  point  may  be  thickened 
and  sclerosed.  The  ductus  arteriosus  may  be  closed  or  open.  Above 
the  constriction  the  aorta  is  usually  dilated ;  below  it,  it  is  normal,  dilated, 
or  stenosed. 

Stenosis  of  the  aorta  is  followed  by  hypertrophy  of  the  left  ventricle, 
and,  later,  of  the  right  ventricle,  with  venous  congestion  throughout  the 
body;  or  there  may  be  a  collateral  circulation  developed  between  the 
arteries  given  off  above  and  below  the  constriction;  or  there  may  be 
rupture  of  the  aorta,  the  right  ventricle  or  auricle. 

This  condition  is  found  at  all  ages,  but  is  induced  during  fcEtal  life 
or  in  the  first  year  of  extra-uterine  life.  It  is  probable  that  it  may  be 
caused  after  birth  by  an  abnorma  closure  of  the  ductus  arteriosus.  This 
vessel  normally  becomes  closed  without  the  formation  of  a  thrombus. 
If  a  thrombus  be  formed  it  may  extend  into  the  aorta  and  obstruct  it;  or 
the  ductus  arteriosus  is  filled  with  a  thrombus,  but  increases  for  a  time 

»  See  caso  reporte<l  by  G.  P.  Biggs,  Proc.  New  York  Path.  Soc,  1897-98,  p.  109. 

^Consult  CappB,  Am.  Jour.  Metl.  Sci.,vol.  cxviii.,  p.  312,  1899,  bibl. ;  nlsoGriffHh,  Brit. 
Med.  Jour.,  February  2(1.  1901,  p.  266,  bibl. 

•  For  details  concerning  fonn,  distribution,  and  frequency  of  aneurisnin  see  the  larger 
works  on  the  practice  of  medicine  or  surgery. 
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in  size;  afterward,  as  the  thrombus  is  absorbed,  the  vessel  contracts  and 
draws  the  walls  of  the  aorta  together. 

TUMORS  OF  THE  ABTEBIES. 

Secondary  tumors,  chiefly  carcinomata  and  sarcomata,  may  occur  in 
the  walls  of  the  arteries  by  continuous  growth  from  without,  involving 
first  the  external  layers.  To  these  layers  they  are  usually  confined,  for 
the  densitv  of  the  inner  layers  affords  such  marked  resistance  to  the  in- 
filtration  of  the  tumor  cells  that  arteries  are  apt  to  pass  intact  through  the 
tumor,  which  grows  around  them.  More  frequently  the  arteries  become 
secondarily  involved  in  the  growth  of  malignant  tumors  by  the  occur- 
rence within  them  of  emboli  formed  by  larger  and  smaller  masses  of 
tumor  cells. 

These  emboli  are  usually  of  small  size,  and  are  apt  to  get  into  the  cir- 
culation by  growing  through  the  walls  of  the  veins  into  their  lumina. 
Large  emboli  from  tumors  are  most  apt  to  occur  in  the  branches  of  the 
pulmonary  artery.  The  emboli,  formed  as  they  are  for  the  most  part  by 
cells  capable  of  growth  and  proliferation,  are  apt  soon  to  form  connec- 
tion with  the  walls  of  the  vessels,  and,  by  the  growth  into  them  of  blood- 
vessels from  the  vasa  i^asoruin,  to  find  the  conditions  necessary  for  their 
development,  and  they  may  thus  soon  involve  the  entire  wall  of  the  ves- 
sel and  grow  out  into  adjacent  parts. 


The  Veins. 

DILATATION.     (Phlebectasia.) 

Dilatation  of  the  vein>,  or  phlebectasia,  presents  itself  under  a  vari- 
ety of  forms: 

1.  Simple  Dilatation. — The  vein  is  uniformlv  dilated  in  a  cvlindri- 
cal  or  fusiform  shape:  its  length  is  not  increased :  its  walls  may  be  thicker 
than  normal  or  thinned;  the  valves  may  be  thickened,  or  are  insufficient, 
or  atrophic,  or  are  torn. 

2.  Cirsoid  Dilatation. — The  vein  is  cvlindricallv  dilated,  but  is 
also  increased  in  length,  so  that  it  a.ssumes  a  very  tortuous  course.  The 
walls  may  be  thickened  or  thinned. 

3.  Varicosk  Dilatation. — Portions  of  the  wall  of  the  vein  undergo 
saccular  dilatation.  The  wall  of  the  sac  is  formed  of  the  coats  of  the 
vein,  but  these  may  be  thickened  or  thinned;  the  middle  coat  may  dis- 
appear entirely.  There  may  be  only  one  such  dilatation,  or  there  may 
be  a  number  on  the  same  vein,  or  a  number  of  veins  mav  be  affected  at 
the  same  time.  The  vein  may  be  otherwise  normal,  or,  more  frequently, 
is  more  or  less  uniformlv  dilated. 

4.  Anastomosin(;  Dilatation. — A  number  of  ccmtiguous  and  an- 
astomosing veins  are  dilated,  ]>oth  in  the  cirsoid  and  varicose  forms. 
The  vein  then  looks  like  a  series  of  cavities  separated  by  thin  partitions. 
The  dilatations  of  the  same  vein  ])ecome  adherent  to  each  other  and  to 
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those  of  the  adjoining  veins:  portions  of  the  walls  of  the  dilated  parts 
may  atrophy  so  that  there  may  be  a  number  of  cavities  containing  venous 
blood  and  separated  from  each  other  by  thin  partitions. 

Distribution.  Causes,  and  Effects  of  Phlebectasia. — There  is 
hardly  one  of  all  the  veins  of  the  lx)dy  which  may  not  be  dilated.  The 
hsemorrhoidal  veins  forming  **  haemorrhoids ";  the  veins  of  the  leg  and 
thigh ;  those  of  the  pelvis  and  pelvic  viscera;  those  of  the  spermatic  cord, 
scrotum,  and  labia;  those  of  the  abdominal  wall;  those  of  the  neck  and 
arms — are  most  frequently  involved.  The  immediate  cause  of  dilatation 
is  usually  some  obstruction  to  the  passage  of  the  blood  through  the  veins 
tow^ard  the  heart;  but  alterations  in  the  walls  of  the  vessels  from  de- 
generation, inflammation,  or  injury  are  often  important  predisposing 
factors.  Spontaneous  restitution  of  dilatations  of  the  veins  is  not  com- 
mon, and  usually  occui-s  only  in  the  lesser  degrees  of  the  Fesion.  The 
tendency  of  the  dilatation  is  to  increase.  Thrombi  frequently  form 
in  the  dilated  veins,  and  either  partially  or  completely  fill  them.  These 
thrombi  may  become  organized,  or  they  may  dry  and  become  calcified, 
forming  phleboliths,  and  by  the  formation  of  new  connective  tissue  in  the 
walls  they  may  become  enclosed  in  a  fibrous  capsule,  with  the  obliteration 
of  the  vessel.  The  wall  of  the  dilated  sac  may  become  so  thin  that  it 
finally  ruptures.  Inflammation  of  the  dilated  vein  may  occur,  followed 
by  fibrous  thickening.  When  occurring  in  mucous  membrane,  dilated 
veins  are  usually  associated  with  persistent  catarrh. 

WOX7ND8— BUPTUBE. 

Wounds  of  the  veins  usually  heal  by  a  simple  contraction  and  an 
adhesive  inflammation  of  their  walls;  sometimes  by  the  formation  of  a 
thrombus.  Rupture  of  the  veins  may  be  produced  by  severe  contusions 
and  crushings  of  the  body  and  by  violent  falls.  Perforation  of  a  vein 
may  be  produced  by  suppuration  of  the  soft  parts  and  the  invasion  of 
the  walls  of  the  vessel:  by  the  pressure  of  an  aneurism  or  of  a  new 
growth;  by  the  thinning  of  the  wall  of  the  vein  in  phlebectasia. 

THBOMBOSIS. 

Thrombosis  of  the  inferior  vena  cava  has  been  many  times  recorded. 
It  is  usually  due  to  pressure  on  the  vessel  or  may  occur  as  an  extension 
of  thrombi  from  the  contri])utory  veins.* 

Thrombosis  of  the  superior  renn  cava  usually  follows  pressure  from 
without  by  tumors,  aneurisms,  or  enlarged  lymph-nodes. 

Thrombosis  of  other  large  venous  trunks  may  occur  under  various  local 
and  general  conditions  (see    below,  Thrombosis  and  Phlebitis,  and    p. 

'  For  a  case  of  complete  fibroiii^  ohstructioii  of  sup<'rior  and  inferior  venie  cava*  see  Mtyer, 
Mt.  Sinai  Hosp.  Rep.,  vol.  iii.,  1903.  p.  a.*). 

*  For  a  consi<leration  of  peripheral  venous  tliroiiilxisis  in  heart  clis<»ase  consult  Wtich, 
Trans.  Assn.  Am.  Phys.,  vol.  xv.,  p.  441,  I!>0(),  bibl. 
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DEGBNEBATION. 

Fatty  degeneration  and  calcification  may  occur  in  the  walls  of  the  veins 
under  conditions  similar  to  those  in  which  these  changes  take  place  in 
the  arteries. 

IKFLAKMATIOK.    (Phlebitis.) 

Inflammation  of  the  veins,  pklebitiSf  may  involve  chiefly  the  external 
layers — periphlebitis;  or  the  internal — erido phlebitis ;  or,  as  is  very  fre- 
quently the  case,  the  entire  wall  may  be  affected.  Phlebitis  may  be  due 
to  an  infectious  thrombus,  to  injuries,  or  to  an  infectious  inflammation 
of  the  surrounding  tissues.  Thrombosis  of  the  vein,  either  primar>'  or 
secondary,  is  a  very  constant  accompaniment  of  phlebitis.  Thrombosis 
and  phlebitis  are  not  infrequent  in  association  with  or  following  infec- 
tious diseases,  in  cachectic  conditions,  and  with  rheumatism  and  gout. 

Acute  Infective  Phlebitis  may  follow  a  suppurative  periphlebitis.  The 
outer  layers  of  the  vein  wall  are  congested,  swollen,  infiltrated  with  serum 
and  pus.  The  inner  coats  may  become  infiltrated  with  pus;  they  may 
become  necrotic  and  disintegrate.  A  thrombus  is  constantly  formed 
under  these  conditions,  which  may  for  a  time  stop  the  circulation  and  keep 
the  products  of  inflammation  and  degeneration  and  infectious  material 
from  mixing  with  the  blood;  but  the  thrombus  itself  is  prone  to  disinte- 
p:ration,  and  thus  the  exudates  and  fragments  of  disintegrated  thrombi  or 
tissue  or  bacteria  may  enter  the  circulation. 

On  the  other  hand,  owing  to  the  presence  of  irritating  or  infectious 
material  within  the  vein,  and  the  formation  of  a  thrombus,  the  inflamma- 
tory process  may  be  at  the  commencement  an  endophlebitis,  but  usually, 
if  the  inflammation  be  at  all  severe,  the  entire  wall  of  the  vessel  is  event- 
uallv  involved. 

Acute  phlebitis  may  terminate  in  the  absorption  of  the  thrombus  and 
the  return  of  the  vein  to  its  normal  condition,  or  in  the  obliteration  of 
the  vein.  The  pyogenic  cocci,  the  typhoid  bacillus,  the  preumococcus, 
and  several  other  micro-organisms  have  been  found  in  phlebitis.  In  the 
phlebitis  with  thrombosis,  which  frequently  complicates  infectious  dis- 
eases such  as  typhoid  fever,  pneumonia,  etc.,  the  bacteria  present  are 
frequently  not  those  which  are  the  excitants  of  the  primar}"  disease. 

The  most  important  results  of  phlebitis  are  usually  those  which  de- 
pend upon  the  introduction  into  the  blood  of  infectious  or  other  emboli 
(see  p.  29).  The  relationship  between  non-infectious  thrombi  and  phle- 
bitis is  in  many  cases  not  clear.* 

Chronic  Periphlebitis  results  in  thickening,  principally  of  the  outer 
<*oats  of  the  veins,  but  the  inner  coats  mav  also  be  involved.  The  sur- 
rounding  tissue  may  be  also  thickened  and  coalesce  with  the  walls  of  the 
vein.     There  may  or  may  not  be  thrombosis. 

Chronic  Endophlebitis  is  a  not  ver}^  common  lesion,  of  the  same  general 
<!haracter  as  chronic  endarteritis,   with   which  it  is  often  associated. 

'  Consult  in  this  connection  Welch  on  "  Tliroinbosis,"  Allbutt's  "  System  of  Medicine," 
A'ol.  vi.,  p.  170. 
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More  or  less  circumscribed  patches  of  new  connective  tissue  are  formed 
in  the  inner  coats,  which  may  undergo  fatty  or  calcareous  degenera- 
tion. 

Tuberculous  Inflammation  of  the  walls  of  the  veins  mav  occur  as  an 
extension  of  the  process  from  without  or  from  a  lodgment  of  the  tubercle 
bacilli  in  the  blood  current  on  the  intima  (Fig.  327).  This  is  not  infre- 
quent in  the  pulmonary  veins,  and  Weigert  has  called  attention  to  the 
fact  that  in  acute  miliar}-  tuberculosis  the  growth  of  tubercle  tissue  into 
the  lumina  of  these  veins  from  tuberculous  lymph-nodes  is  of  frequent 
occurrence  and  readily  explains  the  topography  and  mode  of  occurrence 


Fir..  .S27. — TrBERC'i'LOVft  Phi.kiutis. 

Tlie  sortion  is  fnmi  one  of  tho  pulmonary  vf»inM  in  a  chikl  dead  of  aeute  general  miliary 

tub«*rruloHi«. 

of  the  general  disease.  The  tubercle  bacilli  which  are  present  in  the 
tuberculous  tissue  growing  into  the  lumen  of  the  veins  find  thus  an  easy 
distribution.* 

Syphilitic  Inflammation  may  involve  the  walls  of  the  veins  either  as 
gummy  tumors  or  as  more  diffuse  thickenings. 

TTJMOBS. 

Primary  tumors  of  the  veins  are  rare.  Small  leiomyomata  have  been 
described  in  the  saphenous  and  ulnar  veins.  A  myo-sarcoma  as  large  as 
a  man's  fist  has  been  described,  situated  in  the  dilated  vena  cava  inferior. 
The  veins  are  not  infre(juently  secondarily  involved  by  sarcomata  and 
carcinomata,  and  sometimes  by  chondromata.  The  thin  walls  of  the  veins 
offer  comparatively  little  resistance  to  the  encroachment  of  malignant 
tumors,  which  thus  gain  access  to  the  circulation  and  may  form  metas- 
tases in  various  parts  of  the  body. 

m. 

PABASITES. 

Echinococcus  is  sometimes  found  in  the  veins,  having  either  devel- 
oped there  or  perforated  from  without. 

'  S«'e  reffn'nres  under  **  Miliary  Tiiherrulosis."  p.  2.57. 
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Two  species  of  distoma  {liver  fluke)  occur  in  man.  D.  hepaiicum 
occurs  rarely  and,  while  usually  found  in  the  bile-ducts,  may  occur  in 
the  vena  cava.  D.  hcematohium  is  ver/  common  in  man  in  Egypt  and  in 
other  parts  of  Africa,  and  usually  occurs  in  the  portal  vein  or  its  branches, 
and  frequently  in  other  veins.. 

The  Capillaries. 

The  walls  of  the  capillaries  are  so  thin  and  so  intimately  connected 
with  the  surrounding  tissues  that  their  lesions  are  studied  most  appro- 
priately among  the  diseases  of  the  several  organs.  Dilatation  of  the 
new-formed  capillaries  in  tumors,  granulation  tissue,  etc.,  and  fatty  and 
hyaline  degeneration  of  their  walls,  may  be  mentioned  here  as  readily 
observed  lesions  occurring  under  a  variety  of  conditions.  The  changes 
which  we  assume  to  occur  in  the  walls  of  the  smaller  veins  and  capillaries 
in  exudative  inflammation,  by  reason  of  which  fluids  and  blood  cells  pass 
through  them,  are  not  yet  sufficiently  understood  to  be  described  with 
definiteness. 

The   Lymph- Vessels. 

General  Characters  of  the  Lymph-Vessels. 

The  smaller  lymph-vessels  can  hardly  be  treated  as  independent  structures,  since 
their  walls  are  so  closely  joined  with  the  tissues  through  which  they  pass.  It  is  per- 
haps wiser  to  follow  the  suggestion  of  Adler  and  Meltzer '  and  call  the  spaces  of  the  con- 
nective and  other  tissues  into  wliich  transudation  from  the  smaller  blood-vessels  takes 
place,  not  lymph  radicles  or  ''lymph  capillaries"  as  is  commonly  done,  but  to  consider 
them  tissue  spaces  from  which  the  transudates  of  varying  composition  are  gathered 
into  the  lymph- vessels.  But  the  larger  lymph-vessels  wc  find  the  seat  of  various  more 
or  less  independent  lesions. 

LTMPHANGIECTASIS. 

Dilatation  of  the  lymph-vessels  occurs  under  a  variety  of  conditions. 
It  may  be  conp;enital,  or  it  may  be  due  to  some  hinderance  to  the  flow  of 
lymph  onward — as  by  pressure  from  any  cause,  or  from  the  occlusion  of 
the  vessels  by  inflammation.  If  the  dilated  vessels  form  a  circumscribed 
mass,  this  is  often  called  a  l3anphangioma  (Fi^.  28S).  In  certain  forms 
of  elephantiasis  and  in  7nacro(jlossia  the  dilatation  of  the  lymph- vessels  is 
an  important  factor.  Its  occurrence  is  not  infrequent  in  the  labia,  pre- 
puce, and  scrotum.  Dilatation  of  the  chyle  vessels  may  occur  in  the 
mucous  membrane  of  the  intestine  and  in  the  mesentery.  Filarial  lym- 
phatic varix  is  of  occasional  occurrence.^ 

Obstruction  of  the  Thoracic  Duct  may  be  duo  to  tumors,' or  enlarged 
lymph-nodes,  or  inflammatory  processes  in  the  mediastinum;  to  aneu- 
rism, to  thrombosis  of  the  left  innominate  vein,  to  insufficiency  of  the 
tricuspid  valve;  or  to  inflammatory  processes  in  the  wall  of  the  duct.     It 

*  Adler  and  Meltzer.  Jour.  Kxp.  Med.,  vol.  i.,  p.  482,  1S96. 

*  SeeOpie,  "Filarial  Lymphatic?  Varix."  Trans.  Assn.  Am.  Phys.,  vol.  xvi.,  p.  331,  1901. 

*  For  bibliograpliv  of  carcinoma  involving  tiie  thoracic  duct  see  ..4.  H.  Smith,  Med. 
Record,  vol.  Ivi..  p.  813,  1890. 
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may  occur  under  various  other  conditions.  It  may  be  compensated  by 
collateral  lymphatic  anastomoses,  or  it  may  lead  to  various  lymph- 
angiectasisB  and  to  transudation  of  lymph.  Thus  chylous  ascites  may 
occur. 

Congenital  doubling  or  division  and  other  abnormalities  of  the  tho- 
racic duct  are  recorded.* 


If  through  injur}',  necrosis,  or  other  pathological  process,  the  walls 
of  the  lymph  channels  suffer  solution  of  continuity  the  lymph  may  escape 
into  surrounding  tissues  or  spaces.  Thus  upon  the  surface  of  the  skin 
or  into  loose  connective-tissue  spaces  or  into  the  great  body  cavities, 
lymph  may  ]ye  poured  out.  A  chylous  hydrothorax  or  chylous  ascites 
may  occur  from  a  rupture  of  the  thoracic  duct  or  its  radicles. 

THROMBOSIS. 

Thrombi  may  form  in  the  lymph-vessels  by  the  coagulation  of  the 
lymph  or  by  the  deposition  of  fibrin  on  the  walls  of  the  vessels  at  the  seat 
of  degeneration  or  inflammation.  These  lymph  thrombi  are  formed 
largely  of  fibrin  and  leucocytes.  Such  thrombi  may  cause  disturbances 
of  the  lymph  circulation  or  portions  of  them  may  l)oconie  detached,  form- 
ing eml5oli. 

INFLAMMATION.    (Lymphangitis.) 

Acute  Infective  Lymphangitis. — Inflammation  of  the  larger  lymph-ves- 
sels is  usually  secondary  and  often  connected  with  an  infected  wound  or 
injury.  Owing  to  the  entrance  into  the  lymph  trunk  of  bacteria  or  other 
infectious  agents,  poison  of  venomous  reptiles,  insects,  etc.,  the  vessels, 
sometimes  for  a  considerable  distance  away  from  the  wound,  become  red, 
tender,  and  painful.  Under  these  conditions  the  appearances  which  the 
vessels  present  vary.  In  some  cases  the  redness  disappears  after  death 
and  we  find  no  appreciable  alteration.  In  other  cases,  the  walls  of 
the  lymph-vessels  are  more  or  less  densely  infiltrated  with  pus  cells, 
there  is  proliferation  of  the  endothelium,  and  the  lumen  may  contain 
variable  quantities  of  pus  and  fibrin  and  desquamated  degenerated  en- 
dothelium. The  vessel  may  be  occluded  by  a  thrombus.  The  tissue 
about  the  vessels  may  also  be  infiltrated  with  serum  and  pus.  These 
lesions  may  undergo  resolution  and  the  vessel  be  restored  to  its  normal 
condition;  or  the  vessel  wall  and  surrounding  tissue  may  die  or  become 
involved  in  abscess;  or  new  connective  tissue  mav  form  in  and  about 
the  vessel,  sometimes  with  obliteration  of  its  lumen.  The  associated 
lymph-nodes  may  participate  in  the  inflammatory  process. 

Tuberculous  Lymphangitis. — Tuberculous  inflammation  occurs  both  in 
large  and  small  lymph-vessels.  Miliar^"^  tubercles  and  diffuse  tubercle 
tissue  may  form  in  the  walls  and  project  into  the  lumen  of  the  larger 
trunks;    or  in  the  smaller  vessels  the  new  growth  may  entirely  fill  the 

*  BuUer,  Jour.  Med.  Res.,  vol.  x.,  p.  153,  19(X3,  bibl. 
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lumen,  and  grow  within  it,  with  more  or  less  involvement  of  the  walls. 
This  may  occur  independently,  but  it  is  most  frequently  seen  in  connec- 
tion with  tuberculous  inflammation  of  adjacent  tissues.  Thus  from  tuber- 
culous lymph-nodes  in  the  vicinity  of  the  thoracic  duct  there  may  be  a 
direct  extension  of  the  tuberculous  inflammation,  an  involvement  of  the 
walls  of  the  duct,  and  a  growth  of  tubercle  tissue  into  its  lumen.  Such 
growths  in  the  thoracic  duct  have  been  shown  by  Weigert  to  occur  in 
acute  general  miliary  tuberculosis  (see  p.  246).  In  the  vicinity  of  tuber- 
culous ulcers  in  the  intestines,  furthermore,  we  often  see  the  subserous 
lymph-vessels,  which  pass  from  the  vicinity  of  the  ulcers,  distended  with 
the  products  of  tuberculous  inflammation  and  looking  like  dense  white 
knobbed  cords  (Fig.  405). 

Sjrphilitic  Lymphangitis  not  infrequently  occurs  in  the  vicinity  of 
syphilitic  ulcers  in  the  primary  stage.  In  later  stages  there  may  be 
thickening  of  the  walls  of  the  vessels  and  the  development  of  gummy 
tumors  in  and  about  them. 

TUMORS. 

The  relation  of  the  endothelium  of  the  lymph-vessels  and  spaces  to 
endotheliomata  has  been  already  mentioned  in  the  section  on  Tumors. 

The  dissemination  of  malignant  tumors  through  the  lymph  channels 
is  of  frequent  occurrence,  and  is  particularly  marked  in  the  case  of  car- 
cinoma. In  the  vicinity  of  carcinomata  the  lymph-vessels  are  not  infre- 
quently crowded  with  the  tumor  cells,  forming  white,  irregular  cords; 
or  small  masses  of  the  tumor  cells  may  be  found  in  the  lymph-vessels, 
either  near  to  or  remote  from  the  tumor.  White,  irregular  networks  are 
often  formed  in  this  way  beneath  the  pleura  in  carcinoma  of  the  lung 
(Fig.  379),  or  beneath  the  capsule  of  the  liver.  Transverse  sections  of 
lymph-vessels  thus  distended  show  sometimes  swelling  and  detachment 
of  the  endothelium  and  a  crowding  of  the  lumen  with  tumor  cells. 


CHAPTER   VI. 


THE  EXSPrRATOET  SYSTEM. 
The  Nose  and  its  Associated  Cavities. 

Thf.  niiiroiiB  membrane  lininK  tlic  nose  under  normal  conditions  cleanaea  from  dust 
the  air  which  im[iinfrea  ii[Kin  and  sweeps  across  it  in  respiration.  It  is  in  this  way  ex- 
pnseil  to  vuriiiiiB  •idclcrioiis  anenriea.  It  is  siibjert  also  to  mirh  sudden  changes  of  t«m- 
pemtiirc  aa  may  involve  great  and  abrupt  alterations  in  the  condition  of  its  blood- 
vessels. 

HAI.FOBHATIONS. 

Al>senro  or  (iefonnity  (if  the  noae  or  some  of  its  p.irts.  deviations  of 
the  septum,  clefts,  iistinlly  associated  with  cleft  palate  and  liarehp  (Figs. 
177  and  17X\  are  among  the  more  frequent  of  tlie  congenital  anomalies 
of  the  nose. 

HLSHORRHAaE.  (Bpistaxis.) 

This  may  result  from  injury;    it  may  be  an  expression  of  local  or 
general    liyperu'inia    from   cardiac    or  vascidar    lesi<mK,   olistruction   of 
vessels,  etc.     It  not  infrequently  occurs 
L,  in   an  early  stage  of  acute  infections, 

rf~jt '^'^'i      "";  ''"^  such  US  typhoici  fever.     It  may  accom- 

»^,:   .  ^--  (■i'lS*  ■  -  V  pany  general  conditions  such  as  hiemo- 

f*!^  ft  ^nA'DlHttV      philia,   pernicious   atuemia,   etc.     Epis- 
'.fl^f^W'  »  ^^HMWI       t'lxis    ">«y    result    fnmi    lesions   of   the 
nasal  mucous  meinlnaiies,  ulcers,  telan- 
giectasia, etc. 


k 


IHFLAHUATION.    (Rhimtia.) 

Acute  Catarrhal  Inflammatioa  is  com- 
mon and  often  ati.sociated  with  a  similar 
process  in  the  pharynx  and  larynx. 
There  is  at  fii-st  a  hypera'inic  swelling 
followed  by  an  incicascd  production  of 
mucus  and  transudation  of  serum  from 
the  hlooci- vessels;  eniijtration  of  leuco- 
cytes and  desquamation  of  epithelium 
imiy  follow.  This  and  other  inflamma- 
tory pn)cesses  may  extend  to  the  fron- 
tal sinuses  and  the  antrum,  where  the 
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exudates  may  collect  (Fig.  328).  As  the  process  resolves,  the  exudatioo 
ceases,  the  epithelium  regenerates,  and  the  mucosa  is  restored  to  its 
normal   condition.' 

Pseudomembranous  Inflammation,  either  simple  or  diphtheritic, 
may  involve  the  nasal  cavities.  Phlegmonous  inflammation  involving 
adjacent  parts  is  of  occasional  occurrence.     Bacteria  apparently  play 


an  important  p;irt  as  excitants  of  acule  catarrhal  and  pseudomembranous 
inflamniatiiin.' 

Chronic  Catarrhal  Inflammation  niny  follow  the  acute  form,  and  is 
marked  by  hyperplasia  <t{  the  fibrous  tissue  in  the  subniuco-sa,  often  fol- 
lowed by  !itn)pliy  iif  the  mucosa.  Ulceration  of  the  mucosa  may  occur; 
the  exudate  may  assume  a  fetid  character.  A  hyperplasia  of  the  mu- 
cosa may  lead  to  the  formation  of  the  so-called  mucous  polyps' (Fi^s, 
329  and  330).  These  often  contain  hypen>lastic  mucous  glands  and 
they  are  often  a-deniatous. 

Tuberculous  and  Syphilitic  Inflammation  with  the  usual  morphologi- 
cal characters  of  these  processes  are  common  in  the  nasal  cavities. 


'Fi)rn«n<iv..r 

(lie  p.illrn  of  plHntN  iw  rxi-itat.ts  c.f  liny  f.-vcr  «■»■  /,t./mann.  Z.-ir-.  f.  Hyg.. 

Ptc,  Bil.  xlvli.,  I.. 

of  HyK..  v„l-  iv,.  1. 

:«>!».  I'MH. 

'  Fur  s  studv  ■ 

Jqur.  M«I.  Ai..  V 

1.  I'XV.,  p.  .?2I),  ISW.     S.-r  nlso  for  hartpria  of  Die  ii.jm'.  X.Hmnn».  Zi-itH. 

t.  Hyg...lr..  B,l.x 

19()6.     F.,r  a  «lii<l 

of   lljo  lvmi.li-v..-«fl»  of  rhf  iios..  uii.l  i.liarvnx  bw  .U.«(,  Arth.  f,  Anat. 
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Med.  R«-.r<l,  toI. 

X.,  p.  132,  IHOI.bibl. 
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Aside  from  the  nasal  polyps  wliiih  nitiy  he  adenomutous  in  character, 
the  most  common  tumors  are  epithelioma  and  s 
Dermoid  cysts  have  been  described. 


THE  PHABTNZ. 

The  pharynx  may  be  the  seat  of  Icsiiins  similar  to  those  just  de- 
scribed as  involving  the  nasal  cavities  (.-ice  p.  o^lO). 

Adenoids. — In  children,  especially  when  ill-nourished,  there  is  often 
a  hyperplasia  of  the  lymphoid  tissue  of  the  posterior  pharyngeal  re- 
gion.    This  is  often  associated  with  nasal  or  pharyngeal  catarrh.     These 


Showing  branching  cells  with  loose  delicate  stroinm 


new  growths  form  irregular  projections  or  lobulated  masses  (Fig.  32^), 
often  blocking  the  naso-pharj'ngeal  passage.  These  hyperpla-sia-  are 
covered  with  squamous  or  columnar  epithelium.  They  are  culled 
"  adenoids."  Some  of  these  growths  are  tul>enulous;  others,  without  ob- 
vious morphological  tubercles,  contain  tubercle  bacilli.' 


The  Larynx  and  Trachea. 

Malformationa. 

The  Uiynx  and  trachea  may  be  abwni.    The  larynx  may  tie  abnormally  Urge  or 

small:    the  cpijtl'Jti.-  also  may  be  lot)  lurire  or  l<«)  small,  or  may  l-c  eleft.     There  may 
veen  tbe  Iraetiea  qikI  llie  <EiM>phag;us.  and  then  the  phaiynx  gen- 
jau  and  NiaiU,  Amer.  .luiir.  Med.  Sri.,  vol.  cxxiii.,  p.  KKil,  1<)U2, 
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erally  ends  in  a  cul-de-sac,  and  the  oesophagus  opens  into  the  trachea.  There  may  be 
imperfect  closure  of  the  original  branchial  arches,  so  that  there  are  fissures  in  the  skin 
leaiUng  into  fistula*  which  ojjen  into  the  pharynx  or  trachea.  The  fissure  in  the  skin  is 
small  and  is  situate<i  about  an  inch  above  the  stemo-clavicular  articulation,  usually  on 
one  or  both  sides,  more  rarely  in  the  middle  line.  Individual  cartilages,  as  the  epiglot- 
tis, or  one  or  more  rings  of  the  trachea,  may  be  absent,  or  there  may  be  «5upemumerary 
rings.  The  trachea  may  divide  into  three  main  bronchi  instead  of  two,  and  n  that  case 
two  bronchi  are  given  off  to  the  right  lung  and  one  to  the  left.  The  trachea  may  be 
on  the  left  side  of  the  oesophagus  or  behind  it. 


In  trauma  and  acute  inflammatory  processes,  in  syphilis  and  tubercu- 
losis, and  when  tumors  are  present,  especially  carcinoma  and  some  forms 
of  vascular  papilloma,  there  may  be  haemorrhage  from  the  larynx. 
It  may  occur  also  under  the  general  favoring  conditions,  such  as  hsemo- 
phiiia,  scurvy  and  various  abnormal  conditions  of  the  circulation  leading 
to  local  or  general  hypera^mia.* 

CEDEMA    OF  THE  GLOTTIS. 

This  is  a  condition  in  which  there  is  an  accumulation  of  serous  fluid 
in  the  submucosa  of  the  upper  part  of  the  larynx.  This  may  be  due  to 
simple  circulatory  disturbances,  local  or  general,  or  it  may  be  inflamma- 
tory in  character.  The  greatest  accumulation  of  fluid  is  in  places  in 
w^hich  the  submucous  tissue  is  abundant  and  loose  in  texture,  as  in  the 
posterior  wall  of  the  epiglottis,  in  the  ary-epiglottidean  folds,  and  in  the 
false  vocal  cords.  The  swelling  of  these  parts  may  be  so  great  as  to 
occlude  the  air  passage.  After  death  the  cpdematous  swelling  may 
largely  disappear,  but  the  mucous  membrane  may  be  left  unusually 
wrinkled  and  flabby. 

(Edema  of  the  glottis  is  comparatively  infrequent  in  association  with 
such  heart,  kidney,  and  lung  lesions  as  lead  to  general  a^dema.  It  is,  on 
the  contrary,  frequent  in  connection  with  various  forms  of  lan^-^ngeal 
inflammation.  It  may  occur  in  drunkards  or  others  who  are  poisoned 
and  fall  asleep  in  a  sitting  posture  so  that  the  head  drops  sharply  for- 
ward with  constriction  of  the  neck.  Under  these  conditions  the  in- 
dividual may  die  from  asphyxia  with  no  obvious  lesion  accounting  for  it 
other  than  the  cedema  of  the  glottis. 

INFULKMATION.    (Laryngitis.) 

Acute  Catarrhal  Laryngitis.:^ — This  occurs  as  an  independent  process 
in  common  **  colds.''  It  may  be  a  com;)lication  of  the  infectious  dis- 
eases, or  may  be  induced  by  the  inhalation  of  irritating  vapors  and  of 
hot  steam  and  smoke.  The  inflammation  varies  in  its  intensity  in  dif- 
ferent cases.  The  mucous  membrane  is  at  first  congested,  swollen,  and 
dry;  then  the  mucous  glands  become  more  active  and  an  increased  quan- 
tity of  mucus  is  formed.     There  is  desquamation  of  the  superficial 

*  For  a  Mihly  of  ha*niorr!iage  of  Xht*  larvux  •*»•♦>  lihttdtft.  Jour.  Ainer,  M«h1.   Assn.,    voL 
xliii.,  p.  12K4,  19(>4. 
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epithelial  cells,  while  through  emigration  leucocytes  may  infiltrate  the 
submucosa,  and  together  with  mucus  and  desquamated  epithelium  form 
the  exudate.  There  may  l>e  cedema  of  the  glottis.  All  of  these  lesions 
may  disappear  with  complete  restoration  of  the  mucous  membrane. 

After  death  the  congestion  of  the  mucous  membrane  marking  an 
acute  form  of  the  disease  frequently  disappears  altogether. 

Chronic  Catarrhal  Laryngitis. — This  may  follow  repeated  attacks  of 
acute  inflammation  or  be  the  result  of  the  persistent  inhalation  of 
harmful  substances.  It  may  accompany  chronic  hyperemia  from 
cardiac  or  va.scular  lesions.  It  may  be  associated  with  syphilis  and 
tuberculosis. 

The  surface  of  the  mucous  membrane  is  dry  or  coated  with  muro-pus. 
The  epithelium  is  thickened  in  some  places,  thinned  in  others,  or  in 
places  entirely  destroyed.     The  submucosa  may  be  infiltrated  with  cells, 


diffusely  thickened,  or  form  little  papillary  outgrowths;  it  may  be 
thinned, ornecrotic  and  ulcerated. 

The  mucous  glands  may  he  swollen  and  prominent.  The  inflamma- 
tion may  extend  to  the  perichondrium  of  the  cartilages,  which  may 
become  necrotic.  In  chronic  laryngitis  there  may  be  a  more  or  less 
diffuse  thickening  of  the  epithelium,  often  a.isociated  with  a  hyperpla- 
sia of  the  submucous  tissue.  This  is  called  pachydermia  dijjuna.  A  sim- 
ilar process,  if  localized,  may  lead  to  larger  and  smaller  wart-like  ex- 
crescences— itachiidcrmia  verrucosa  (Fig.  SIJll. 

Pseudomembranous  Laryngitis  (Croupous  Lai^rngitis). — This  occurs 
most  frequently  as  the  characteristic  local  lesion  in  diphtheria,  of  which 
the  Bacillus  diphtheria-  is  the  excitant  (see  p.  272V  It  may,  however, 
be  incited  by  the  Streptococcus  pyogenes  and  other  bacteria,  and  not 
infrequently  accompanies  other  infectious  diseases,  scarlatina,  typhoid 
fever,  and  the  exanthemata  (see  p.  288).  The  false  membrane  may 
be  continuous  with  a  similar  structure  in  the  pharj'nx,  and  it  may  extend 
down  into  the  bronchi  (Fig.  332k 
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Phlegmonous  Laryngitis. — Suppurative  inflammation  involving  the 
mucosa  and  submueosa  is  usually  aecondarj'  to  catarrhal,  croupous,  tu- 
berculous, or  syphilitic  laryngitis;  or  it  may  be  associated  with  pyie- 
mia,  erysipelas,  smallpox,  or  typhoid  fever.  It  may  follow  mechanical 
injury  from  a  foreign  body.  It  is 
not  uncommon  on  the  posterior  sur- 
face of  the  epiglottis  or  in  the  ary- 
epiglottidean  folds,  and  may  be  as- 
sociated with  cedema  of  the  glottis. 
Abscesses  may  form  which  rupture 
into  the  larj'nx,  or  they  may  ex- 
tend into  the  neck  or  the  pharj-nx 
or  ccsophagus. 

Tuberculous  Laryngitis.  —  This 
lesion  is  most  fi-equently  associated 
with  pulmonary  tuberculosis.  Early 
in  the  process  there  ia  a  fornjution 
In  the  submucosn  of  miliary  tuber- 
cles together  with  more  or  less  new 
small-celled  tissue;  with  this  is  a  ca- 
tarrhal inflammation  with  an  exu- 
date of  mucus,  pus  cells,  and  des- 
qua'^iated  epitheUum. 

As  coagulation  necrosis  of  the 
subepithelial  tubercles  occurs,  ulcers 
are  formed,  often  with  an  increase 
■of  the  catarrhal  exudate.  The  proc- 
ess may  extend  so  as  to  involve  the 
walls  of  the  larj-nx,  and  necrosis  of 
the  cartilages  may  follow.  Adjacent 
ulcers  may  become  confluent  so 
that  considerable  areas  of  the  mu- 
cous membrane  may  be  destroyed 
(Fig.  333). 

Sjrpbilitic  Laryngitis,— This  form 
of  inflammation  may  have  the  ordi- 
nary charactersof  an  acuteor  chronic 
catarrhal  inflammation,  or  it  is  pro- 
ductive in  character  with  the  forma- 
tion of  new  tissue  in  the  stroma  of 
the  mucous  membrane.  This  new- 
tissue  is  principally  composed  of 
small  cells,  which  often  tiegenerate 

and  l>ecome  necrulic.  In  this  way  the  mucous  membrane  of  the  larynx 
and  the  tissues  beneath  are  thickened  in  some  places  and  destroyed  in 
others,  giving  rise  to  erosions  and  uloei-s.  These  changes  are  especially 
marked  in  the  upper  portion  of  the  lar>-nx.  If  the  perichondriiim  be 
involved  there  may  be  necrosis  of  the  laiyngeal  cartilages.     Owing  to 


of  the  Irnchea. 
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the  ckalrifial  loiitiactions  of  healed  syphilitic  iihei-s  there  may  be  great 
deformity  of  the  larynx. 

Lesions  of  the  trachea  are  often  associated  with  those  of  the  larynx 
and  are  in  KCneral  similar  in  rhura<'ter. 

TUMOBS  OF  THZ  I.AKTinC  AND  TBACHXA. 

Retention  Cysts  of  the  mucous  filands  of  the  lan/ni  may  form  sacs 
projecting  into  its  cavity. 

Papilloma,  single  or  multiple,  is  the  most  common  form  of  l>enign 
tumor  of  the  iRiynx  (Fig.  3341.  It  is  most  frequent  upon  the  vocal  cords 
and  is  usually  associated  with  chronic  inflammation.  Fibroma,  lip- 
oma,  myxoma,  and  angioma  are  occasionally  mot  with.    Chondromata 


FlO.  333.— TVHKKCCLOITB  Larynoitix. 
The  postcriur  surface  of  theepiglottiBsnd  thpailjacent  tissue  arc  invulvi'd  in  tubeifiilouB  ulcen. 

grow  from  the  normal  cartilages  and  are  usually  nuiltiple  and  sessile. 
They  may  project  into  the  cavity  of  the  larynx. 

Fusiform  or  spheroid al-celle<l  sarcomata  of  the  larynx  have  heen  seen 
in  a  considerable  number  of  cases,  both  in  children  and  in  adults. 

Carcinomata,  usunlly  the  epitheliomatous  type,  may  originate  in  the 
larynx,  most  commonly  upon  the  false  vocal  cords.  But  from  adjacent 
structures,  usually  from  the  o^ophagus,  cancer  may  invade  the  larynx. 

In  the  trachea  tumors  are  of  rare  occurrence,  but  occasional  examples 
of  growths  similar  to  those  in  the  larj'nx  have  been  found.     Tuberculous 
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and  otherwise  altered  bronchial  lymph-nodes  may  by  ulcerative  processes 
enter  and  obstruct  the  trachea. 

Single  or  multiple  amyloid  masses,  often  associated  with  cartilage, 
have  been  described  in  the  larynx  and  trachea.' 


The  Bronchi  and  Lungfs. 

The  Bronchi. 

H2H0RBHA0B. 

In  hfemorrhage  from  the  bronchi  the  source  of  the  blood  is  often  to 
be  sought  in  the  parenchyma  of  the  lung  (see  p.  445)  or  in  a  ruptured 
aneurism.     But  hiemorrhage  from  the  bronchial   walls  may  occur  in 
tuberculous   or   other    forms   of 
ulceration,  chronic  bronchitis,  ma- 
lignant tumors,  etc. 

nrFLAMKATIOir.    (BroncbitiB.) 

Acute  Catarrhal  Bronchitis.— 
This  is  frequently  associated  with 
a  similar  process  in  the  trachea. 
It  is  characterized  by  hyperemia 
and  swelling  of  the  mucous  mem 
brane,  with  the  formation  of  ex- 
udate, which  usually  consists 
largely  of  mucus  formed  by  the 
hypersecretion  of  the  mucous 
glands  or  degeneration  of  the 
epithelial  cells.  Mingled  with  this 
are  exfoliated  and  more  or  less 
degenerated  epithelium  from  the 
mucous  membrane,  leucocytes 
from  the  dilated  vessels  of  the 
submucosa,  varying  numbers  of 
red  blood  cells,  and  bacteria. 

The  microscopic  appearances 
differ  in  different  parts  of  the 
bronchial  tubes  in  accordance  with 
the  differences  in  structure. 
Mucous  glands,  when  these  are 
present,  may  reveal  great  func- 
tional activity,  and  their  ducts 
may  be  distended  with  mucus  which,  often  mingled  with  exfoliated 
and  degenerated  cells,  streams  out  upon  the  surface.  Swelling  and 
proliferation  of  the  connective-tissue  cells  and  endothelium  of  the  vessels 
of  the  submucosa,  oedema,  and  emigration  from  the  dilated  vessels  are 

'  See  Manativ.  Viirh.  Arcl...  Ilil.  i-lix.,  p.  117.  1900. 


Pafilliiha  of  the  Labykx. 
fqI  corci  in  involved  in  the  lobu- 
.\  traclicotumy  opening  if  seen 
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often  marked.  The  leucocytes  may  be  seen  making  Iheir  way  through 
the  epithelium  into  the  other  exudates  upon  the  surface.  The  epithelium 
may  be  loosened,  single  or  clustered  cells  falling  off  here  and  there,  or 
shreds  of  cells  may  exfoliate  together  (see  Fig,  335).  The  deeper  sphe- 
roidal epithelia,  the  so-called  mother  cells  from  which  the  new  ciliated 
cells  on  the  surface  are  formed  in  both  physiological  and  pathological 
regeneration,  usually  remain  in  place  upon  the  basal  membrane.  In  the 
small  bronchi  whose  walls  are  thin,  little  else  may  be  seen  than  an  irreg- 
ular exfoliation  of  the  epithelium.  On  the  other  hand,  the  smaller 
bronchi  may  be  much  involved  and  their  lumina  filled  with  exudate; 
when  this,  which  has  been  called  "  capillarj-  bronchitis,"  occurs,  the 
inflammatory  process  usually  involves  the  adjacent  and  associated  terri- 
tories of  lung  tissue,  constituting  one  of  the  important  forms  of  broncho- 


Si^aa 


«?5 


thp 

ppitl^Uun 

I,  but 

many  of  tb. 

a  well  ins  ol 

r  the  conn eriive- lis 

with  ceilcniA  : 

and  fn 

liaration  of 

the 

epilheliun 

ngte  ^-ill.  11 

bnmchUB.      Some  of 

the  oilmted  ■ 

inai 

Cftting  llie 

prtHlu 

clion  of  mu. 

Fio.  335,— AcVTE  Catarrhal  BRoNrKiTis. 
•iiiBll  portion  of  the  broiichinl  wall  bIiowh  co 
deeper  ao-callei)  "mother  eell«" 


iwue  cells  ui<l  c. 


Some  of  the  li 


erable  exfoliation  of 

«in  in  place.     There 

are  paiwing  through 


pneumonia.  In  some  f<)rnis  of  bronchitis  the  exudate  may  consist 
largely  of  pus. 

Atelectasis  of  corresponding  tracts  of  the  lung  may  follow  the  occlu- 
sion of  the  bronchi  with  exudate.  As  recovery  advances,  the  aubmu- 
cosa  assumes  its  normal  thickness  and  character  and  the  epithelium  is 
regenerated  from  the  cells  of  the  deeper  layers. 

Various  forms  of  bacteria  may  be  associated  with  acute  bronchitis,  and 
are  presumably  the  excitants  nnder  favor:it]p  conditions  of  the  lesions; 
the  etiological  relationship  has,  however,  not  yet  been  experimentally 
established.     The  most  common  forms  of  bacteria  are  Streptococcus 
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pyogenes,  the  pneumococcus,  Staphylococcus  aureus,  and  the  influenza 
bacillus.' 

Chronic  Catarrhal  Brondiitis. — This  form  of  bronchitis  may  be  the  se- 
quel of  one  or  more  attacks  of  acute  bi-onchitis.  More  frequently  it  is  as- 
sociated with  emphysema,  heart  disease,  interstitial  pneumonia,  phthisis, 
pleuritic  adhesions,  or  the  inhalation  of  irritating  substances.  There  is 
in  moat  cases  a  constant  production  of  mucus,  pus,  and  serum  in  consid- 
erable quantities,  and  these  inflammatory  products  may  have  a  very  foul 
o<ior.  Less  frequently  these  products  are  very  scanty — dry  catarrh. 
The  epithelium  is  deformed  and  desquamating,  with  a  production  of  new 
cells  in  the  deeper  layers.  There  may  be  epithelial  hyperplasia  or  atro- 
phy;  the  mucous  glands  are  large  or  atrophied;  there  may  be  hyperpla- 
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sia  or  atrophy  of  the  submucosal  the  muscularis  may  l>e  thickened  or 
atrophied.  These  changes  in  the  fibrous  and  niusculur  elements  of  the 
walls  lead  to  the  so-called  "  tial>eculation  "  of  their  inner  surfaces  (Fig. 
3301-  Obliterating  arteritis  of  the  associated  vessels  may  occur.  These 
changes  in  the  walls  of  the  bronchi  may  lead  to  bronchiectasia. 

Acute  PBeudomembranous  Bronchitis — Croupous  Bronchitis — may 
occur  with  croupous  laryngitis,  as  a  lesiun  of  diphtheria,  with  lobar  pneu- 
monia, and  sometimes  without  these  associations.  The  bronchi  are  lined 
or  filled  with  a  mass  of  fibrin,  pus,  and  desquamated  epithelium.  Fibrin 
and  pus  may  also  be  found  beneath  tJie  epithelium  and  infiltrated  in  the 
stroma. 
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Chronic  Fibrinous  Bronchitis  is  atten<)e<l  with  the  formation  in  one  or 
more  bronchi  of  masses  of  fibrin  wliich  are  expectorated  by  the  patieot 
in  the  form  of  branching  casta  of  the  bronchi  (Fig.  -'HTl.  After  death 
the  bronchi  are  said  to  lie  but  little  altered  from  the  normal.' 

Curschmann  has  descrilved  under  the  name  '"  bnmchiolitifi  exudalira  " 
a  form  of  bronchitis  in  which  small  threads  and  bands  of  gray  or  yellow, 
partly  transparent,  coagulated  material  are  formed  in  the  small  bronchi 
— "  Cursehmann's  spirals."  These  sometimes  occur  in  pneumonia.  In 
different  forms  of  bronchitis,  especially  in  those  associated  with  asthma, 


Fia.  337. — Chronic  FiBBorocB  Bronchitih. 
FibriQuuii  vmsts  of  tlie  bnmcbi,  aimilar  to  thoae  shown  id  the  photogrepli,  n-cre  couglic^  up 
.  at  iiT^tular  intpn-alfl  tor  wvpivl  yeam. 

the  exudation  may  contain  numerous  octahedral  bodies — Charcot-I.ey- 
den  crystals^ — and  also  a  very  large  numlwr  of  eosinophile  cells. 

TuberculouB  Inflammation  of  the  bronchi  frequently  occurs  in  con- 
nection with  pulmonary  tulierculosis.  The  lesion  may  l>e  miliary  or 
larger  involvement  of  the  walls  may  lead  to  ulceration. 

SyphUitic  Inflammation  may  lead  to  ulcers  am)  to  distortions  and 
stenoses  through  cicatrization. 

BBONCHIBCTASIA. 

Dilatations  of  the  bronchi  may  be  cylindrical,  fusiform,  or  sacculated. 
The  sacculated  dilatations  are  usually  the  larger.  These  communicate 
with  one  side  of  the  bronchus.  The  peripheral  portion  of  the  bronchus 
may  be  obliterated;  the  bronchus  leading  to  the  cavity  may  be  of  normal 
size,  or  dilated,  or  stenosed,  or  even  completely  obliterated.  Such  sac- 
culated dilatationa  may  reach  a  very  large  size  and  may  communicate 
with  each  other.  Dilatations  are  apt  to  occur  under  conditions  which 
interfere  with  the  integrity  of  the  bronchial  wall. 

I  For  *  rriumi'  and  IjiblioKraphy  we  Bellmann,  Am.  Jtnir.  M«l,  Sci,,  vol,  ciiiii.,  1902, 
p.  30*. 
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In  acute  general  bronchitis  and  broncho-pneumonia  in  children,  cyl- 
indrical dilatation  of  a  number  of  the  medium-sized  bronchi  often 
occurs. 

In  the  persistent  broncho-pneumonia  of  children  such  dilatations  may 
reach  a  still  jireater  development.'  Chronic  bronchitis  may  lead  to  cylin- 
drical or  sacculated  tlilutations,  sometimes  of  gi-eat  size. 

Occlusion  of  some  of  the  bi-onchi,  consolidation  of  portions  of  the 
lunp,  and  extensive  pleuritic  adhesions  mav  also  lead  to  bronchiectasia 
(Fig.  3381. 

The  walls  of  bronchiectatie  cavities  nuiy  be  lined  with  mucous  mem- 
brane, which,  liowevcr.  is  apt  to  undergo  various  changes  as  the  process 


advances.  Thus  the  subepithelial  layer  may  be  vascular  and  cellular  and 
thrown  into  folds,  or  it  may  be  thin  and  dense.  The  epithelium  is  often 
irregular,  sometimes  irregnlarly  thickene<i,  sometimes  thin,  or  it  may  be 
largely  absent.  The  glands,  muscle,  and  cartilages  of  the  walls  of  the 
bronchi  may  disapjjear  llirough  atniphy.  The  jirewnce  of  certain  forma 
of  bacteria  in  the  exudate  in  bronchiectasia  in.iy  lead  to  offensive  putre- 
factive process  and  even  to  gangrene. 

In  acute  and  chronic  phthisis  the  tubcrculiiiiri  iuilammatiim  of  the 

■  For  a  stuily  of  lironcliiiTtiisiu  ii  rl.iiHrrn  ^'r-  t^,,i!„.   \n-h.   f.    Km<lor>iH[kiin<li',  Bd. 
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walls  of  the  bronchi  often  gives  rise  to  sacculated  dilatations,  which 
expand  with  time  and  become  stiil  larger  by  the  destruction  of  the  adja- 
cent lung  tissue — tuberculous  bronchiectasiie. 


Primary  tumors  of  the  broni'hi  are  rare.     Lipoma,  chondroma,  and 
fibroma  have  been  observed.     Sarcoma  is  rare,  but  ni:iy  occur,  especially 


in  spheroidal  cell  forms,  or  as  an  extension  of  similar  p;rowths  in  the 
mediastinum.     Adenoma   (Fig.   339)  and  primary  carcinoma  are  rare. 
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In  chronic  bronchitis,  polypoid  masses,  simulating  tumors,  may 
project  into  the  lumen.  Ossification  of  the  bronchial  walls  is  of  occa- 
sional occurrence.  Calcified  masses  called  "lung stones"  (Fig.  340)  may 
be  found  in  the  bronchi. 


LESIONS  OF  THE  TRACHEAL  AND  BROHOHIAL  LTKPH-N0DB8. 

The  tracheal  and  bronchial  lymph-nodes  may  be  the  seat  of  a  variety 
of  lesions  which,  owing  to  their  situation,  as  well  as  for  other  reasons, 
are  of  considerable  practical  importance.  They  may  Ije  enlarged  from 
hyperplasia  in  atute  infectious  dis- 
eases; by  the  development  in  them 
of  tumors;  in  leukaemia  and  with  es- 
pecial frequency  in  tuberculosis  (Plate 
III,).  They  may  become  pigmented 
from  inhaled  coal  or  other  dust  and 
may  atrophy  or  become  fibrous  or 
calcified.'  In  cheesy  degeneration 
following  tuberculosis  (Fig.  341),  or  in 
suppurative  inflammation,  perfora- 
tion may  take  place  into  the  air  pas- 
sages, the  cesophagus,  the  pulmonary 
blood-vessels,  or  aorta,  or  into  the 
pericardial  or  pleural  cavities;'  in 
this  way  hasmorrhage  or  secondary 
inflammatory  processes  or  gangrene 
may  occur.  Death  may  occur  from 
pressure  upon  the  trachea  by  tu- 
mors of  the  adjacent  lymph-nodes. 
Sudden  death  from  asphyxia  may 
result  from  perforation  into  the 
trachea.  Pressure  upon  the  pulmo- 
nary veins  may  lead  to  pulmonary 
(edema.  The  bronchial  lymph-nodes 
are   very   important    as   distributing 

centres  of  infectious  micro-organisma,     .^^^^  nodes  nn-  much  ml 
and  particularly  as  points  of  lodgment  <i[Hm  n<e  inTge.t  \ 

of  tubercle  bacilli,  which  have  been 
gathered  from  the  pulmonary  air  spaces  from  the  pharynx  or  elsewhere.' 

'  For  tlic  aiwociatinn  or  pigment&tion  and  tube^('ul<l^■is  iif  llif  )>rnncliial  lyniph-niHli-x  and 
the  plpiira  w<-  p.  5S1. 

'  St-c  Slrrnherij.  Wiener  Itlin.  Woclwnschrift,  1905,  p.  1214. 

>  Consult  for  Buiiiiniirv  oF  Imions  of  bronchial  Iviiiph^n. »!<■,<  llaU.  Pl.ila.  Mill.  .luur..  I>r, 
li<t.  I»n0.  bibl.  See  also  concerning  (ubemilwiig  rcfcn-ni'i-  .Vrn-Mri<;i  and  Hmninl.  p.  U».  ami 
Harbilz,  ,loiir.  Tiif.  DU.,  vol.  ii.,  p.  143,  ItMkS.  See  also  Mntimirs  of  Hand.  Pliilii.  Path. 
8oc.,vol.  vi.,p.  1S2, 1903.  Foranexcp[lentrMu'n.iconcpniin([nunnBlandpHl1i<ilogi<-al  Iraclieal 
and  bmni-liial  h-niph-noilwt  sep  Mar/nn  in  Bouchard  and  KriflHaiid's  "Traiti'  ile  Sli'iliTiiir."  t. 
vii.,p.  K.'.^;  al.'«<>Zii6n-inGranrher,Comby,BndMBrraii's"Traitl'deHMHlBdipHd<'  <'Ki>runrc," 
t.  iv.,  p.  235.  For  a  studv  n(  the  relation  of  tiic  bronchial  Ivniph-noil™  to  (lie  Ivniph-vi-s-ds 
of  the  thorax  i«*  H'rismin.A-v,  Bfrt.  kUn.  Woch..  IBO.^,  p.  743.  For  a  study  of  the  trlalion-hip 
of  the  rervicat  and  bronchial  lytnph-Qodea  sec  Sn'Mc,  Virch.  Arph.,  Bil,  clxxxiv..  p,  1,  11)00. 
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The  Lungs. 

Malformationa. 

One  or  both  lungs  may  be  wanting  or  only  partially  developed.  One  lung  is  some- 
times converted  into  a  number  of  sacs  formed  of  dilated  bronchi,  while  the  lung  paren- 
chyma i«  undeveloped 

The  lobes  may  be  subdivided  by  deep  fissures,  accessory  lobes  may  be  present,  or 
an  accessory  lung  may  be  present.  An  accessory  lung  in  the  abdominal  cavity  has  been 
described.'  Tliere  may  be,  with  absence  of  part  of  the  wall  of  the  thorax,  hernia  of  the 
lung.  There  may  be  tran8]x>sition  of  the  lungs,  with  similar  changes  in  the  position  <rf 
the  heart  and  the  abdominal  viscera. 

IK  JURIES-PERFORATIONS. 

Severe  contusions  of  the  thorax  may  produce  rupture  of  the  lungs, 
with  extravasations  of  blood  into  the  pleural  cavities. 

The  lungs  may  be  wounded  by  a  fractured  rib  and  by  penetrating 
weapons  and  projectiles.  Such  injuries  often  lead  to  bleeding  into  the 
lung  tissue,  followed  by  inflammatory  changes.  The  lungs,  however, 
exhibit  a  considerable  degree  of  tolerance  for  such  injuries. 

Collections  of  pu.s  in  the  pleural  cavities,  the  mediastinum,  the  liver, 
the  spleen,  the  kidneys,  and  the  peritoneal  cavity  may  perforatethe  lungs. 
See  also  Hydro-pneumothorax. 

DISTURBANCES  OF  CIRCULATION. 

It  is  ver}''  useful  to  anticipate  a  study  of  the  diseases  of  the  lungs  by  an  examina- 
tion of  the  circulation  in  the  lung  of  a  curarized  frog  on  the  Thoma  frog-plate  (see 
p.  111).  In  no  other  way  can  one  gain  so  vivid  a  conception  of  the  complexity  and 
abundance  of  the  circulator\'  mechanism. 

Anaemia. — The  lungs  may  be  ana^nic  in  connection  with  a  general 
anaemia  of  the  body;  or  from  compression  of  a  part  or  a  whole  organ,  as 
by  pleural  exudates,  tumors,  or  new-formed  fibrous  tissue;  from  occlu- 
sions of  blood-vessels  or  in  atrophy  of  these  in  emphysema. 

Hypek.\k.mia  and  (Edema. 

Hypersemia  may  occur  as  the  result  of  the  inspiration  of  irritating 
gases;  from  the  presence  of  toxic  substances  in  the  blood;  in  early  phases 
of  inflammation,  or  as  the  result  of  such  an  occlusion  of  vessels  in  one 
part  as  causes  its  accumulation  in  another. 

On  the  other  hand,  hypera^mia  of  the  lung  is  often  due  either  to  some 
hinderance  to  the  exit  of  blood  through  the  pulmonary  vein,  such  as  mi- 
tral stono.sis  or  insufficiency,  or  to  enfeeblement  of  the  ventricular  con- 
tractions, as  in  fatty  degeneration  of  the  heart  muscle  or  interstitial  myo- 
carditis. In  the  last  hours  of  life  the  feeble  action  of  the  heart  disposes 
to  pulmonary  congestion.  The  position  of  the  body  upon  the  back  in 
bed  favors  an  accumulation  of  blood  in  the  posterior  portions  of  the 

'  Consult  VtMftl.  Virch.  Arch.,  Bd.  civ.,  p.  2:^.').  1899,  bibl.;  also //am war.  Zieglor's  Beitr., 
Hd.  xxxvi.,  i>.  51S,  1904. 


Pathology — Delafield  and  Prudden. 


Tuberculous  Bronchial  Lymph-Nodes. 
The  nodes  are  enlarged  and  caseou!),  nith  aieas  of  commencing  softening.    An  isolated 
tubercle  in  the  lui.g  tissue  above  the  enlarged  nodes  indicates  a  local  dispeiiion  of  the 
tubercle  bacilli.     The  lung  was  hardened  in  alcohol. 
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lungs — kypostcUic  congestion.  Hypenemic  lungs  are  in  varying  c 
darl^er  and  heavier  than  normal;  an  unusual  amount  of  blood  flows  from 
the  cut  surface.  (Edematous  fluid  is  often  also  present.  Red  blood 
cells  often  pass  through  the  capillary  walls  in  hyperieniia,  and  these  with 
more  or  less  exfoliated  epithelium  may  be  found  in  the  air  vesicles. 

Chronic  Congestioii. — In  prolonged  hypera'mia  of  the  lungs,  notably  in 
connection  with  lesions  of  the  mitral  and  aortic  valve,  or  degeneration 
or  dilatation  of  the  left  ventricle,  the  veins  and  capillaries,  especially 
the  capillaries,  become  permanently  distended,  pouched,  and  elongated, 
so  that  they  often  stretch  in  loops  into  the  air  spaces  (Fig.  342).  Red 
blood  cells  find  their  way  from  the  contorted  vessels  by-diapedesis  or  small 
ha-morrhages  into  the  air  vesicles  or  interstitial  tissue  of  the  lung.     Here 


Flo.  342. — Chronic  CoNqebtion  Of  Ti 

ig  dilated  capillaHes  of  the  walla  of  the  air  vesicles 

the  exfoliated  epithelial  cells  of  tlie  a 


hu'Tnatogenous  pigment  ii 


decomposition  of  the  hxmogloblin  leaves  brownish  pigment  particles 
which  may  remain  free  or  be  taken  into  cells.  In  the  air  vesicles  the 
epithelial  cells  usually  desquamate  in  considerable  numbers,  and  take  up 
the  pigment  in  varying  amount.  This  pigment  gives  to  the  lungs  a  pecul- 
iar brownish  pink  or  salmon  color.  The  appearance  of  these  lunp  may 
be  modified  by  h^emorrhagic  infarctions,  by  pre-existing  emphysema  or 
(pdema,  or  by  exudative  inflammation.  Associated  with  these  changes 
there  is  usually  a  new  formation  of  fibrous  tissue,  so  that  the  lung  be- 
comes indurated,  leathery,  and  dry,  and  collapses  less  readily  than  nor- 
mal. This  condition  is  often  called  brou'n  induration  of  the  lung.  This 
formation  of  fibrous  tissue  is  analogous  with  that  which  occurs  in  other 
organs,  such  as  the  kidney  and  liver  in  chronic  congestion.  Emigration 
of  leucocj'tes  is  not  infreqv.ontly  associated  with  diapedesis  from  thfl 
35 
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dilated  capillaries,  and  these,  with  the  desquamated  epithelium,  may 
accumulate  in  the  air  vesicles. 

(EDEKA  OF  THE  LUNGS. 

This  condition  is  rarely  independent,  but  is  usually  associated  with 
other  lesions  of  the  circulatory  or  respiratory  systems.  It  may  be 
circumscribed  or  involve  one  or  both  lungs.  The  lungs  in  pronounced 
oedema  do  not  collapse,  as  is  usual  on  opening  the  thorax.  They  may 
appear  translucent.  Fluid  runs  or  is  readily  squeezed  from  the  cut 
surfaces. 

In  oedema  of  the  lungs  the  vesicles  contain  a  clear,  sometimes  foamy 
albuminous  fluid,  occasionally  tinged  with  blood,  usually  mixed  with 
exfoliated  vesical  epithelium.  Leucocytes  and  red  blood  cells  may  also 
be  present.  The  oedematous  fluid  may  be  present  in  the  bronchi  and 
in  the  interstitial  tissue  of  the  lungs.  Oedema  is  often  associated  wnth 
hyperajmia,  and  like  this  may  vary  in  different  parts  of  the  lung.  On 
the  other  hand,  there  may  be  extensive  oedema  without  overfilled  blood- 
vessels; these  in  excessive  oedema  may  indeed  be  nearly  empty  and 
compressed.  CKdema  of  the  lungs  may  occur  in  general  infections  and 
intoxications,  or  in  association  with  local  inflammatory  processes. 

It  may  be  associated  with  cardiac  and  renal  lesions.  It  may  be  a 
part  of  general  dropsy  or  exist  independently  of  this.  It  frequently 
occurs  in  the  last  hours  of  life — agonal  oedema.  Gildema  of  the  lung  may 
occur  suddenly  without  the  obvious  inciting  accompaniments  above 
noted  and  may  l)e  fatal.  Fatal  oedema  of  the  lungs  may  be  associated 
with  fat  embolism.* 

The  studies  of  Welch  ^  show  that  wuth  diminished  force  exerted  by 
the  left  side  of  the  heart,  the  vigor  of  the  right  remaining  unimpaired, 
oedema  of  the  lungs  may  follow.' 

H2BM0BBHAaE  AND  INFABCTIONS. 

HAEMORRHAGE. 

Hsemorrhages  into  the  lung  tissue  and  air  spaces  of  the  lungs  may 
occur  from  trauma,  from  rupture  of  aneurism,  in  acute  infectious  dis- 
eases and  intoxications,  in  scurvy  and  ha^matophilia,  in  asphyxia  from 
brain  lesions  or  other  conditions,  from  tul>erculous  ulcerations  involving 
the  blood-vessels.     Multiple  ecchymoses  may  occur  in  fat  embolism. 

Haemorrhage  is  of  frequent  occurrence  in  excessive  hyperaemia  of  the 
lungs,  notably  in  connection  with  mitral  stenosis  and  insufficiency.  Un- 
der these  conditions  the  extravasation  of  blood  may  take  place  by  diape- 

*  See  ref.  fat  emboliHm,  f<K)t-iioto,  p.  33. 

*  Welch,  Virchow'a  Archiv,  Iki.  Ixxii.,  p.  375;  remim/-  hv  Melizer,  Amer.  Mecl.,  vol.  viii., 
p.  391,  1904. 

*  For  a  study  of  crdema  of  the  lun|^  baaed  on  numerous  cases,  see  CopUn,  Proc.  Path. 
See.  of  Phila.,  vol.  ix,,  p.  77,  1906;  also  Riesman,  Am.  Jour.  Med.  8ci..  vol.  cxxxiii.,  p.  88, 
1906.  For  a  study  of  the  disturbances  of  circulation  in  the  lungs  under  various  abnormal 
conditions  see  Eaaer,  Centralhl.  f.  ges.  Med.,  Jan.  26th,  1901,  bibl. 
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desis  or  by  rhexis.  The  accumulations  of  blood  may  be  single  or  mul- 
tiple, localized  or  diffuse,  dense  and  firm,  or,  when  cedema  is  present, 
soft  and  fluid  in  character.  During  the  last  hours  of  life,  owing  to  en- 
feeblement  of  the  heart,  extravasation  of  blood  may  occur  which  sinks 
to  the  posterior  dependent  portions  of  the  lungs. 

Thrombosis,   Embolism,  Infarcts. 

As  a  result  of  thrombosis  or  embolism  of  the  pulmonary  artery, 
hasmorrhagic  infarcts  may  be  formed. 

They  are  not  very  common  in  the  lungs  because  the  supply  of  blood 
is  through  bo^h  the  pulmonary  and  bronchial  arteries,  so  that  even  with 
stoppage  of  the  pulmonary  artery  by  a  thrombus  or  embolus,  ha?mor- 
rhagic  infarcts  are  not  necessarily  formed.  When,  however,  the  pulmo- 
nary circulation  is  faulty  as  in  various  cardiac  lesions,  hapmorrhagic  in- 
farcts are  more  apt  to  form  as  the  result  of  embolism  or  thrombosis  of 
the  pulmonary  artery. 

These  infarcts  are  often  multiple,  usually  circumscribed,  and  rounded 
or  wedge-shaped,  from  the  size  of  a  walnut  to  that  of  an  orange.  They 
are  of  dark-red  color,  hard  and  unaerated,  with  the  air  spaces  distended 
with  blood,  and  are  often  surrounded  by  a  zone  of  inflammatory  ex- 
udate. They  may  be  situated  in  any  part  of  the  lungs,  but  are  most 
common  in  the  lower  lol:)es.  At  the  apices  of  the  infarct,  the  occlud- 
ing thrombus  or  embolus  may  l>e  discovered.  When,  as  is  usually 
the  case,  they  are  near  the  surface  of  the  lungs,  a  circumscribed  inflam- 
mation of  the  pleura  often  occurs.  The  air  spaces  within  the  infarcts 
are  filled  with  blood  and  the  capillaries  distended. 

Such  infarcts  may  be  followed  by  death;  they  may  become  gan- 
grenous, or  if  the  emboli  or  thrombi  be  not  infectious,  the  blood  may 
become  absorbed,  and,  especially  in  the  smaller  forms  which  are  more 
often  due  to  embolism,  they  may  be  gradually  changed  into  a  smaller 
mass  of  pigmented  fibrous  tissue. 

A  large  part  of  the  lungs  may  be  involved  in  haemorrhage  due  to 
thrombosis  of  large  trunks  of  the  pulmonary  artery.  Hiemorrhagic  in- 
farctions from  thrombosis  or  embolism  are  most  frequent  in  lungs  which 
are  the  seat  of  chronic  congestion.  The  most  common  source  of  the  em- 
boli of  the  pulmonary  artery  is  the  right  heart  or  peripheral  thrombi.* 

ATELECTASIS. 

In  atelectasis  the  walls  of  the  air  spaces  lie  together,  either  because 
they  are  collapsed  or  compressed,  or  because,  as  in  congenital  atelectasis, 
the  lungs,  or  portions  of  them,  have  not  been  expanded  in  respiration. 

In  foetal  or  congenital  atelectasis  defects  in  the  respiratory  mechanism, 
or  blocking  of  the  air  passages,  may  be  responsible  for  the  unaerated 
condition  which  may  affect  only  parts  of  a  lung  or  a  whole  organ.     The 

*  For  a  fuller  consideration  of  embolism  and  thrombosis  of  the  pulmonarv  arterv  consult 
Wdch,  in  AUbutt's  "System  of  Medicine,"  vol.  vi.,  p.  261. 
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atelectatic  portions  of  the  lungs  are  dark  red  in  color  and  of  fleshy  con- 
sistence.* 

Atelectasis  may,  on  the  other  hand,  be  acquired j  either  in  childhood 
or  in  adult  life.  In  young  children  collapse  of  portions  of  the  lung  is 
of  frequent  occurrence,  through  occlusion  of  bronchi  by  inflammator}' 
exudate.  The  region  thus  cut  off  is  gradually  deprived  of  air,  so  that, 
as  the  blood  continues  to  circulate,  it  is  dark  red  and  firm  in  texture. 
Comjyression  atelectasis  may  be  due  to  exudates^  tumors,  etc.,  in  the  pleu- 
ral cavities.  Under  these  conditions  the  portion  of  lung  involved  may 
be  paler  than  normal  from  the  pressing  out  of  the  blood.     In  adults, 


Fio.  343. — Vesicular  Emi^hyskma. 
Showing  cnlargoment  of  the  air  spaces  and  thinning  of  their  walls. 

large  or  small  portions  of  lung  tissue  may  collapse  from  occlusion  of 
a  bronchus  by  exudate  or  stenosis,  by  paralysis  of  the  vagus,  or  in  long- 
continued  feebleness  of  respiration,  ffidema  may  be  associated  with 
collapse. 

Atelectasis  may  resolve  by  an  early  admission  of  air  to  the  collapsed 
region.  On  the  other  hand,  if  prolonged,  fibrous  tissue  may  form  and 
the  involved  portion  may  be  finally  converted  into  a  cicatricial  mass, 
sometimes  containing  bronchiectatic  cavities. 


Vesicular  Emphysema. — In  forcible  inspiration  or  expiration  through 
obstruction  of  the  air  passages,  in  coughing,  or  in  the  use  of  wind  instru- 
ments, or  with  consolidation  or  compression  of  portions  of  the  lungs,  the 
walls  of  the  air  spaces  of  the  lungs  may  be  more  or  less  distended,  either 
in  circumscribed  regions  or  over  large  areas  of  the  lungs.     This  may  de- 

*  Collapsed  lungs,  from  their  red  color  and  fleshv  consistence,  are  often  spoken  of  as  "car- 
nified." 
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velop  in  a  short  time,  and  then  the  condition  is  designated  acute  emphy- 
sema. 

If  the  conditions  which  induce  emphysema  be  persistent,  as  in  chronic 
bronchitis  with  difficult  respiration  and  coughing,  atrophy  of  the  walls 
of  the  air  vesicles  and  alveolar  passages  may  take  place — chronic  emphy- 
sema. The  walls  become  thinner  . 
and  are  often  perforated;  adja- 
cent air  spaces  coalesce,  so  that 
larger  and  smaller  irregular,  thin- 
walled  cavities  are  formed  (Fig. 
343).  Destruction  of  the  capil- 
lary network  of  the  atrophied 
walls  occurs,  and  the  lung  may 
thus  became  pale  and  anaemic. 
As  a  nde,  the  distention  of  the 
air  spaces  is  most  marked  along 
the  anterior  margins  of  the  lungs, 
but  it  may  be  more  general. 
Through  the  atrophy  of  the  elas- 
tic tissue  of  the  lungs,  when  the 
lesion  is  general  and  advanced, 
these  organs  do  not  collapse  when 
the  chest  is  opened.  They  ap- 
pear pale,  are  dry  and  soft,  and 
pit  on  pressure  by  the  finger. 

The  microscopic  picture  is 
that  of  varying  degrees  of  atro- 
phy; desquamation  and  fatty 
degeneration  of  the  vesical  epi- 
thelium are  common. 

As  already  indicated,  emphy- 
sema of  tlie  lungs  is  often  asso- 
ciated with  chronic  bronchitis. 
With  this  may  be  more  or  less 
hyperplasia  of  the  interstitial  tis- 
sue. Dilatntion  or  hypertrophy 
of  the  wall  of  the  right  ventricle 
is  common.  Chronic  endarteritis 
of  the  pulmonary  vessels  may 
l>e  associated  with  emphysema. 
There  may  be  chronic  venous  congestion  of  the  abdominal  viscera  and 
dropsjv  Delafield  holds  that  the  more  ps.iential  lesion  in  some  forms 
of  emphysema  is  the  development  of  new  connective  tissue  with  which 
dilatation  of  the  air  vesicles  and  atrophy  of  their  walls  are  in  varying 
degrees  associated. 

In  old  age,  atrophic  processes  in  the  lungs  maj'  be  associated  with 


ntliaold.     AttiT  whooping-cough.' 


„  1SS3,  p.  147 
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dilatation  and  mergence  of  the  air  spaces.  This  is  called  senile  em- 
physema. Excessive  emphysema,  apparently  congenital,  may  be  pres- 
ent in  younfj  children  (see  Fig.  344), 

Interstitial  Emphysema. — Rupture  of    the  walls  of    the    air  spaces 
may  permit  the  escape  of  air  into  the  interstitial  tissue  of   the  lun^ 


The  irr^^iilBr  darker  areas  in  the  loner  lal>e  indicate  the  air  larfcely  in  (he  inti-rlobulftr  septa. 


(Fig.  3451.  Rupture  of  the  pulmonary  pleura  may  a<lmit  air  into  the 
mediastinum  and  thence  into  the  tissues  of  the  neck,  (las  may  form 
after  death  in  the  interstitial  tissue  of  the  lungs,  from  the  presence  of  the 
Bacillus  ai'rogenes  capsulatus  or  other  putrefactive  bacteria. 

GANGBEinB. 

Circumscribed  gangrene  occurs  in  the  form  of  one  or  more  rounded 
or  irregular  masses  of  variable  size.  The  gangrenous  portion  of  hmg  is 
at  first  brown  and  dry.  The  surrounding  lung  tissue  is  congested  or 
cedematous,  or  infiltrated  ^vith  blood,  or  inflamed.  If  the  gangrenous 
focus  is  near  the  pleura,  the  latter  will  be  coated  with  fibrin.  Gradually 
the  gangrenous  portion  of  lung  assumes  a  dirty  gi'een  color  and  a  putrid 
odor.     It  becomes  soft,  disintegrated,  and  separated  from  the  surround- 
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Ing  lung.  The  blood-vessels  may  be  obliterated  by  thrombi,  or  eroded, 
so  that  there  are  profuse  haemorrhages. 

Such  a  gangrenous  process  may  extend  to  the  adjacent  lung  tissue,  or 
a  zone  of  gray  or  red  hepatization  or  of  connective  tissue  may  be  formed. 
The  fluid  from  the  gangrenous  lung  may  pass  into  the  bronchi  and  be 
expectorated;  or  it  may  run  from  one  bronchus  into  another  and  incite 
new  gangrenous  foci  or  diffuse  gangrene.  The  pulmonary  pleura  may  be 
perforated  and  a  gangrenous  pleurisy  produced.  Gangrene  may  follow 
lobar  or  broncho-pneumonia,  especially  such  phases  of  the  latter  as  result 
from  the  inspiration  of  foreign  material  containing  micro-organisms  from 
the  mouth;  it  may  arise  from  infectious  emboli  in  the  lungs,  or  by  an 
extension  of  a  gangrenous  process  from  an  adjacent  part.  It  may  be  as- 
sociated with  oesophageal  diverticula.* 

Diffuse  gangrene  may  follow  the  circumscribed  form;  it  may  compli- 
cate lobar  pneumonia  or  occur  as  an  independent  condition.  A  large 
part  of  a  lobe  or  of  an  entire  lung  becomes  greenish,  putrid,  and  soft, 
and  the  pulmonary  pleura  is  inflamed.  There  may  be  haemorrhages  from 
eroded  vessels.     There  may  be  general  septicaemia. 

Various  forms  of  bacteria  may  be  present  in  gangrenous  areas  of 
the  lungs.  Among  the  more  common  are  Streptococcus  pyogenes,  Sta- 
phylococcus pyogenes,  pneumococcus,  and  various  saprophytic  micro- 
organisms.^ 

INFLAMMATIOK.    (Pneumonia,  Pneumonitis.) 

General  Considerations. 

Before  commencing  the  study  of  inflammation  of  the  lungs  it  is  well  to  recall  some 
of  those  features  of  structure  and  function  which  influence  the  local  manifestations  of 
(disease  in  these  organs  and  largely  determine  the  special  character  of  its  lesions.  In 
the  flrst  place,  the  lungs,  like  the  gastro-intestinal  canal,  while  in  a  toix>graphic  sense 
within  the  body,  arc  still  in  open  communication  with  the  exterior,  and  are  thus  more 
directly  exposed  to  various  deleterious  agencies  than  are  those  structures  and  organs 
w^holly  enclosed  by  living  tissues.  Notwithstanding  this  vulnerability  of  location,  the 
recesses  of  the  limgs  are  guarded  by  protective  mechanisms  of  great  efficiency. 

Since  many  of  the  lesions  of  the  lungs,  as  we  shall  presently  see,  are  induced  by 
the  entrance  of  foreign  material  into  them  in  the  form  of  dust,  it  will  be  useful  here  to 
glance  at  some  of  the  ways  in  which  the  body  is  protected  against  the  entrance  of  dust 
and  the  means  by  which  it  is  disposed  of  when  it  does  pass,  as  is  frequently  the  case, 
even  the  most  effective  barriers. 

In  normal  breathing  through  the  nose,  the  air  impinging  upon  the  moist  surface  of  the 
tortuous  passages  loses  a  considerable  part  of  its  dust  and  bacteria.  In  the  throat, 
larynx,  and  trachea,  a  similar  clearing  occurs,  so  that  at  the  end  of  inspiration  the 
air  has  been  so  far  freed  from  its  floating  particles  that  it  emerges  in  the  expiration 
practically  dust-  and  germ-free. 

If  the  nasal  passages  are  not  normal,  or  breathing  through  the  mouth  is  practised, 
the  air  contaminations  may  pass  more  deeply  into  the  recesses  of  the  lungs,  or  may 
still  remain  to  a  certain  extent  suspended  in  the  expired  air. 

Many  of  the  dust  particles  which  may  lodge  upon  the  walls  of  the  deeper  air  passages 
arc  swept  upward  by  the  ceaseless  ciliary  movement  and  cast  out,  as  are  the  secretions 
and  dust  accumulations  from  the  nose  and  throat.   The  growth  of  many  micro-organ- 

*  See  reference  to  Starck,  p.  603. 

*  See  for  "acJd-proof "  bacilli  in  gangrene  OphuU,  Jour.  Med.  Res.,  vol.  viii.,  p.  242,  1902. 
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isms  is  inhibited  by  the  mucus  of  the  air-passages.  Many  inert  dust  particles  which 
are  taken  into  the  tissues  at  the  tonsils  or  in  the  dee|x?r  recesses  of  the  air  tubes  are 
carried  in  the  lymphatics  to  places  of  temporary'  or  permanent  deposit.  Many 
micro-organisms  within  the  tissues  are  destroyeii  by  phagocytes  or  by  the  body 
fluids. 

Thus  it  is  that  although  large  numbers  of  dust  particles  may  enter  the  respiratory 
passages  at  every  breath,  the  larger  proportion  are  usually  safely  disposed  of,  most  of 
them  through  the  secretions  of  the  throat  and  nose. 

It  has  long  l>een  known  that  a  certain  number  of  inert  dust  particles  from  the  in- 
spired air.  in  spite  of  the  tortuous  and  narrow  passages  which  they  must  pass  in  the 
deeper  recesses  of  the  lungs,  do  reach  the  air  vesicles,  from  which  they  may  be  largely 
removed  to  the  adjacent  tissues  or  to  the  bronchial  lymph-nodes  by  way  of  the  pleural 
and  other  lymph- vessels. 

Whether  living  bacteria  can  reach  the  air  vesicles  under  the  ordinary  conditions  of 
respiration  is  a  much  discussetl  question,  which  has  given  rise  to  many  painstaking  re- 
searches. One  group  of  workers  has  concluded  that  the  lungs,  except  for  the  larger 
air  passages,  are  usually  germ-free.  On  the  other  hand,  many  have  concluded  from 
equally  careful  studies  that  the  lungs  of  both  men  and  animals  often,  if  not  always, 
contain  a  moderate  numlwr  of  living  micro-organisms.  The  technical  difficulties  in  this 
research  are  so  great,  and  the  conditions  under  which  they  have  been  undertaken  are 
so  various,  that  this  difference  of  opinion  is  not  surj)rising. 

Without  attempting  to  marshal  the  evidence  adduced  on  both  sides  of  the  question 
it  appears  that  in  most  of  the  earlier  studies  on  the  artificial  intrwluction  of  living  micro- 
organisms into  the  lungs,  the  time  which  was  allowed  to  elapse  between  the  introduction 
of  the  germs  and  the  examination  of  the  lungs  was  too  long,  so  that  the  possibility 
that  the  lungs  might  rapidly  dispose  of  germs  lodged  in  their  deeper  recesses  by  lysis 
or  phagocytosis,  was  overlooked. 

In  fact,  it  has  been  found  that  in  experiments  in  which  animals  are  exposed  to  an 
atmosphere  laden  with  bacteria-containing  dust  or  spray,  if  the  animals  be  killed  at 
once  after  the  exposure,  living  micro-organisms  may  be  found  even  in  the  deepest 
portions,  while  if  even  a  short  time  be  allowed  to  elapse  they  \\'ill  have  entirely 
disappeared. 

W'hile,  however,  in  the  air  passages  and  lungs  we  have  a  most  efficient  protective 
mechanism  against  the  entrance  and  permanent  lodgment  under  ordinary  conditions  of 
both  inert  dust  particles  and  living  micro-organisms  in  such  situations  as  would  involve 
serious  damage  to  these  delicate  organs,  it  sliould  l>e  remembered  that  the  efficiency  of 
these  safeguards  may  be  greatly  diminished  if  they  are  overworked  and  abused. 

The  lungs  of  practically  all  persons  who  live  indoors  contain  a  considerable  amount 
of  soot,  which  blackens  them  (sih?  p.  566).  The  irritation  incited  by  this  foreign  stuff 
leads  in  most  adults  to  some  part  of  the  lungs  becoming  dense  and  useless.  The  over- 
working of  the  delicate  mechanism  for  filt<»ring  the  foreign  matter  out  of  the  lymph 
flowing  from  the  lungs  to  the  interior  blood  channels  leads  to  serious  damage  of  this 
mechanism  and  to  an  increased  vulnerability  to  infection  which  the  healthy  body 
should  and  could  resist. 

The  responses  of  the  lung  tissues  to  the  excitants  of  inflammation  are  not  funda- 
mentally as  distinct  nor  as  variable  as  the  common  classifications  of  pneimdonia  would 
seem  to  indicate.  Exudation  from  the  smaller  blood-vessels  is  one  of  the  most  common 
features  of  the  acute  phases  of  pulmonary  inflammation. 

The  formation  of  exudates  is  favored  by  the  extensive  capillary  network  which  is 
almost  din^ctly  exposed  to  such  deleterious  agents  as  may  gain  access  to  the  air  spaces; 
while  a  great  accumulation  of  exudates  is  possible  o\%ing  to  the  spongy  structure  of  the 
organs.  The  transitional  character  of  the  epithelium  Uning  the  air  vesicles  preilisposes' 
to  cell  proliferation  and  exfoliation,  and  thus  to  the  formation  of  exudate.  On  the 
other  hand,  the  abimdant  blood  and  lymph  channels  ^  favor  the  speedy  removal  from 
the  air  spaces  in  the  lungs  of  large  quantities  of  exudate. 

There  are  two  sets  of  lymph-vessels  in  the  lung;  first,  those  which  accompany  the 
pulmonary  artery  and  pour  their  lympli  into  the  bronchial  nodes  at  the  hilum  of  the 

*  See  Miller,  Arch.  f.  Anat.  und  Physiologic,  Anat.  Abth.,  19(K),  p.  197,  bibl. 
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lung;  second,  thoee  which  ramify  in  the  interacinoue  and  interlobular  tisBue  of  the  lung 
(Fig.  34G)  and  join  the  branches  uf  the  pleural  plexiw  between  the  lobules.  It  is 
evident  froni  tliis  orransement  of  the  pulmonary  lymphaticH  that  a  close  relationship 
ismalDliunedbetweencven  the  deeper  recesses  of  the  lung  and  the  pleura.' 


Fio.  340.— I. UNO  Sucjwi 
t  the  lower  Icft-Eiand  porti 
the  walls  of  111 


Boflton  Jour.  Mud 


'  I.nbuU'  of  the  Lunfcand  Its  Relation  lo  tlic  LymphaticB," 
,  p.  lOi.  190().  For  a  «luJv  of  tin?  comparalivc  I>i»)oloKy 
wc  yratler.  Arch.  f.  Mik,  Annt.,  ltd.  Ixix.,  p.  1,  1906. 
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Along  the  subpleural  lymph-vessels  are  numerous  islets  of  lymphoid  tissue  and  often 
a  few  small  lymph-nodes.^ 

While  the  abundant  lymphatics  of  the  lungs  aid  in  the  rapid  disposal  of  exudates, 
they,  on  the  other  hand,  favor  the  absorption  of  toxic  substances  into  the  body  at  large 
when  bact-eria,  for  example,  are  the  excitants  of  the  local  inflammation.  So  that  al- 
though exudative  pneumonia  is  commonly  considered  a  local  disease,  it  is  often  rather  a 
local  expression  of  a  general  infection  or  is  doubly  significant  on  account  of  the  asso- 
ciated toxsBmia.  In  addition  to  the  development  and  accumulation  of  exudates,  ne- 
croses and  the  formation  of  fibrous  tissue  are  the  most  noteworthy  general  pathologi- 
cal processes  in  the  lungs. 

While  the  conspicuous  diflferencos  in  the  various  forms  of  pneumonia  are  largely 
due  to  diflferencos  in  the  nature,  \nrulence,  and  distribution  of  their  excitants,  predis- 
posing factors  dependent  upon  age,  constitutional  condition,  and  the  protective  mechan- 
ism of  the  lungs  are  of  great  significance. 

The  common  classifications  are  based  partly  upon  etiology,  partly  upon  morphol- 
ogy, and  the  names  used  suggest  now  the  topography  of  the  lesions  or  the  character  of 
the  tissue  which  is  especially  affected,  and  again  the  species  of  the  bacterial  excitant. 
Thus  the  term  lobar  pneumonia  is  topographical;  tuberculous  pneumonia  emphasizes 
the  excitant ;  while  interstitial  pneumonia  suggests  the  form  of  tissue  involved.' 

Acute  Lobar  Pneumonia.     (Fibrinous  Pneumonia — 

Croupous  Pneumonia,) 

This  is  an  infectious  disease  incited  by  the  Diplococcus  lanceolatus 
(pneumococcus  of  Fraenkel).'  It  is  especially  characterized  by  an  exu- 
dative inflammation  in  which  red  and  white  blood  cells,  serum,  and  fibrin 
accumulate  in  the  air  spaces  of  the  lungs,  usually  involving,  especially  in 
adults,  the  whole  of  one  lobe  or  lung  or  portions  of  both  lungs.*  Toxae- 
mia from  the  absorption  of  poisons  formed  locally  in  the  lungs  is  an 
important  and  often  most  significant  factor  in  the  disease.  The  pneumo- 
coccus is  occasionally  widely  disseminated  in  the  blood. 

During  the  first  hours  of  the  inflammation  the  capillaries  of  the  air 
spaces  are  congested,  the  lung  is  cedematous,  firmer  than  normal,  but 
not  markedly  consolidated.  The  air  spaces  contain  varying  numbers  of 
leucocytes,  red  blood  cells,  serum,  and  fibrin  (Fig.  347).  The  epithelial 
cells  lining  the  air  vesicles  may  be  swollen,  they  sometimes  proliferate, 
and  are  usually  detached  in  considerable  numl)ers.  Catarrhal  bronchitis 
and  pleuritis  may  at  this  time  develop.  This  is  called  the  stage  of  *'  con- 
gestion ''  or  ''engorgement  '*  and  may  last  for  a  few  hours  or  for  several 
days. 

As  the  process  continues,  red  blood  cells,  but  especially  polymor- 

*  See  for  a  study  of  pleural  lymph-nodes  and  IjTiiphoid  tiaauc  Hdler,  Deut.  Arch.  f. 
klin.  Med.,  Bd.  I  v., 'p.  141,  1895.  * 

'  For  a  comprehensive  resume  of  the  normal  and  patholofi^iral  physiologj'  of  the  lungs 
see  Heinz,  "  Handbueh  d.  exp.  Path,  und  Pharmak.,"  19()5.  Bd.  2. 

*  We  shall  use  here  as  8>Tion>Tnou8  the  names  Diplococcus  lanceolatus  and  pneumo- 
coccus; when  pneimiococcus  is  used  the  pneumococcus  of  Fraenkel  is  referred  to.  For 
a  description  of  this  organism  see  p.  213. 

*  The  clinical  course  and  the  morphological  characters  of  the  Inflanmiation  of  the  lungs 
associated  with  the  Diplococcus  lanceolatus  are  so  typical  that  we  seem  justified  in  limiting 
the  term  lobar  or  fibrinous  pneumonia  to  this  condition,  even  though  inflammations  of  the 
lungs  due  to  other  excitants  arc  occasionally  lobar  in  extent  and  may  have  a  fibrinous  exudate, 
and  though  exceptionally  the  pneumococcus  inflammation  itself  fails  to  reach  lobar  pro- 
portions. 
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phonuclear  leucocytes,  and  fibrin  accumulate  in  the  air  spaces  and  smaller 
bronchi,  so  that  the  portion  of  lung  involved  becomes  solid  and  friable, 


Flo.  347.— Acute  Louah  Pneumosia— Earlt  Stage. 

This  single  air  vesicle  shows  congestion  of  the  capilliirics  in  the  wbIIh,  and  a  small  amount 

of  eiudafes,  fibrin,  leucocytes,  red  blood  cells,  and  cxtoliateil  epithelium. 

somewhat  resembling  the  liver  in  color  and  consistence;  hence  the 
term  "red  hepatization"  which  has  been  used  to  indicate  this  condition. 
The  cut  surface  of  the  consolidated  portion  is  dry  and  coarsely  granular, 


Fio.  34fi.— Acute  Lobar  Pneuuonia — Stage  of  "Red  asb  Gbay  Hepatiiation." 

The  air  vehicles  arc  filled  with  exudate  consisting  largely  ol  leucocytes,  fibrin,  and  serum 

with  a  few  epithelial  ccll.i. 

the  granules  being  plugs  or  casts  of  exudate  in  the  air  spaces.     A  light 
scraping  of  the  cut  surface  of  the  lung  with  the  knife  readily  removes  these 
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granules  or  plu^  of  exudate,  which  consist  largely  of  fibrin  and  leucocytes 
with  red  blood  cells  and  exfoliated  epithelium  (Fip.  348).  The  relative 
amount  of  leucocytes,  red  blood  cells,  and  fibrin  in  the  air  spaces  varies 
greatly,  sometimes  one,  sometimes  the  other,  preponderating  (Fig.  349). 
The  fibrin  fibrils  often  coalesce  or  swell,  forming  homogeneous,  irregu- 
lar masses.  On  staining,  large  numbers  of  pneiimococci  may  be  found 
mingled  with  the  other  elements  or  within  the  cells  of  the  exudate. 
While  the  general  appearance  of  the  lung  in  this  stage  is  red,  it  is  often 
mottled  with  gray  and  frequently  is  not  uniformly  solid.     Although  the 


Fio.  349.— J 

Shaving  (ibriiiu 


by  Woigcrt'*  met  hot!. 


capillary  blood-vessels  are  compressed,  they  for  the  most  part  remain 
pervious;  but  thrombosis  is  not  infrequent.  Fibrinous  pleuntis  is  com- 
monly present,  and  the  interstitial  tissue  of  the  lung,  while  usually  free 
from  exudate,  may  be  o-dematoua  and  contain  a  few  leucocytes  and 
some  fibrin. 

The  quantity  of  exudate  in  the  lung  is  often  verj'  large.  Hodenpyl 
has  found  it  sometimes  to  be  from  three  to  four  or  even  six  pounds  in 
weight. 

In  the  usual  course  of  events  the  red  blood  cells  now  lose  their  ha-mo- 
globin,  the  exudate  begins  to  soften,  and  the  lung  assumes  a  grayish 
color — gratj  he-patUation  or  commeTicing  resolution.     The  leucocytes  and 
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exfoliated  epithelium  undergo  granular  and  fatty  degeneration '  or  necro- 
sis, and  these  with  the  fibrin  soften  and  disintegrate  (Fig.  350).  The  cut 
surface  of  the  lung  is  now  moister,  less  granular,  and  is  often  covered 
with  a  gruraous  fluid.  In  view  of  the  new  studies  on  cytolysis  it  seems 
probable  that  here,  as  in  the  removal  of  a  en  and  dead  o  gan  ma  e  al 
elsewhere  in  the  body,  the  exudate 
is  softened  and  rendered  capable 
of  solution  by  an  exaggeration  of 
the  normal  autolytic  processes  (see 
p.  105),'  The  softened  exudate  is 
gradually  absorbed  or  may  be  in 
part  expectorated.  The  involved 
portion  of  lung  again  contains  air; 
the  epithelium  of  the  air  spaces  is 
regenerated. 

While  it  is  customary  and  con- 
venient to  describe  definite  stages 
cf  lobar  inflammation  of  the  lung — 
red  and  gray  hepatization  and  reso- 
lution— these  in  fact  not  only  merge 
gradually  into  each  other,  but  often 
coexist  in  different  parts  of  the 
lung.  The  process  of  reparation 
also  usually  occurs  irregularly,  so 
that  a  hmg  in  resolution  may  show  side  by  side  in  neighboring  air  spaces 
well-formed  cellular  and  fibrinous  exudate,  degenerated  exudate,  and 
various  phases  of  epithelial  cell  repair.' 

The  nature  of  the  characteristic  crisis  in  pneumonia  marked  by 
a  sudden  fall  in  the  temperature  and  improvement  of  the  general  symp- 
toms is  not  clear.  It  is  not  accompanied  by  obvious  changes  in  the 
pulmonary  exudate.  Many  studies  have  been  made  on  this  subject, 
upon  which  we  cannot  enter  here.' 

For  the  evidence  of  communicability  of  the  infectious  agent  in  lobar 
pneumonia  see  page  214.° 

Associated  Lesions  in  Other  Organs.' — Fibrinous  or  sero-fibrinous  pleu- 
ritis,  usually  with  slight  but  often  with  voluminous  exudate,  commonly 
accompanies  lobar  pneumonia.  Catarrhal  and  fibrinous  bronchitis  is  also 
usually  associated  with  the  pneumonic  process.     Pericarditis  and  endo- 
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y  of  resolution  of  Ihe  exudate  see  Simon,  Deut.  Arch.  f.  kl. 
Sep  also  references  to  studies  on  autolysis,  p.  106. 
f  the  hiHloiogy  uf  acute  lobar  pni^umonia  with  bibl,  see  Pratt,  Contr.  to 
Welch  Anniv.  Vol.,  1900,  p.  265,  and  Johns  Hopkins  Hosp.  Rep.,  vol.  ix. 

'See  for  a  study  of  the  crisin  TckiOmriiek,  Ann.  Inst.  Pasteur,  t.  xviii..  p.  304,  1004,  bibl.i 
also  discussion  of  opinion  p.  21*. 

•  See  for  a  general  study  of  eommunicabilitv  EdtiOl  and  Ghriakey,  Trans.  Col,  of  Phys., 

■    xxvi,.p.  0,  1904. 

*8e«  for  rfanmi  of  statialics  uf  complications  Kerr,  Trans,  Chicago  Path.  Soc.,  vol,  v., 
1903,  p,  274.  Also,  for  an  anal>-sis  of  four  liundred  and  cighty-aix  caaea,  McCrat,  Fgthe, 
and  AinUy,  Am.  Med.,   vol.  vu.,  p.  135,  1904. 


558  THE    RESPIRATORY     SYSTEM 

carditis  are  not  infrequent  complications;  meningitis  occasionally  occurs. 
The  excitant  of  these  complications  is  usually  the  pneumococcus.* 

Chromatolysis  of  the  ganglion  cells,  albuminous  degeneration  in  the 
kidney,  liver,  and  heart,  hyperplasia  of  the  bronchial  lymph-nodes,  to- 
gether with  leucocytosis,  fever,  and  frequent  serious  enfeeblement  of  the 
heart  action,  are  marks  of  toxaemia.  The  bronchial  lymph-nodes  may 
contain,  especially  in  the  perifollicular  sinuses,  and  often  within  phago- 
cytes, red  blood  cells,  cell  detritus,  and  pneumococci  brought  from  the 
lungs;  fibrin  is  frequently  also  present. 

In  lobar  pneumonia  in  young  children,  in  those  enfeebled  by  acute 
and  chronic  disease,  and  in  the  aged,  the  lungs  are  often  less  uniformly 
consolidated  and  less  dense  and  hard  than  in  vigorous  adults.  When 
lobar  pneumonia  occurs  in  lungs  already  the  seat  of  chronic  lesions,  such 
as  chronic  congestion,  emphysema,  interstitial  pneumonia,  or  tuberculo- 
sis, the  gross  appearances  of  the  organs  may  differ  in  various  ways  from 
those  of  uncomplicated  pneumonia. 

While  Diplococcus  lanceolatus  is  the  regular  excitant  of  lobar  pneu- 
monia, other  bacteria — see  below — are  not  infrequently  associated  with 
it,  sometimes,  though  by  no  means  always,  leading  to  clinical  complica- 
tions and  to  modifications  of  the  appearance  of  the  lesion.  Predisposi- 
tion of  the  individual  is  an  uncommonly  conspicuous  and  important  fac- 
tor in  the  etiolog}'  of  this  as  other  forms  of  pneumonia,  so  that,  as  is  well 
known,  exposure,  fatigue,  etc.,  may  induce  the  favoring  bodily  condi- 
tions under  which  the  pneumococcus  becomes  harmful.  The  experiments 
upon  animals  are  most  conclusive  in  demonstrating  that  intrapulmonary 
injections  of  pneumococcus  cultures,  which  may  be  entirely  without  ob- 
vious effects  in  a  healthy  animal,  may  induce  exudative  inflammation  or 
become  quickly  fatal  after  such  exposure  to  cold  or  fatigue  or  injury,  or 
to  the  action  of  drugs,  as  interferes  with  the  integrity  of  the  blood  or 
locally  damages  the  pulmonary  tissues.' 

Delayed  Resolution  after  Lobar  Pneumonia  (**  Organizing  Pneu- 
monia").— Instead  of  undergoing  resolution,  the  fibrinous  and  cellular 
exudate  in  the  air  spaces  in  lobar  pneumonia  may  persist,  and  by  a  process 
similar  to  that  which  is  called  organization  of  a  thrombus  (p.  26)  may 
be  gradually  replaced  by  new  vascular  fibrous  tissue.  New  connective- 
tissue  cells  grow  out  from  the  walls  of  the  air  spaces  into  the  exudate; 
these  cells  become  elongated.  Intercellular  fibrils  develop,  and  long 
masses  or  bands  of  this  new  tissue,  often  containing  blood-vessels,  may 
extend  for  considerable  distances  through  the  air  channels  of  the  lung 
(Fig.  351).  These  may  gradually  coalesce  with  the  walls,  and  together 
with  an  interstitial  connective-tissue  growth  may  lead  to  a  fibrous  con- 
solidation of  the  lung. 

Delafield  describes  such  an  intra-alveolar  formation  of  connective  tis- 
sue leading  to  fibrous  induration  of  lobes  of  the  lung  and  occurring  as  an 
independent  lesion  apart  from  the  exudative  form  of  lobar  pneumonia. 

*  For  11  stu<ly  of  blood  oulturoH  in  pneumonia  see  Roaenow,  Jour,  of  Infec.  Dia.,  vol.  i., 
1904,  p.  280,  bibl. 

'  For  referonrt'  to  cxi>erin»cntal  excitation  of  pneumonia  see  p.  56.5. 


the  respiratory  svstem  559 

Concurrent    Infection    and    Suppurative    Inflammation    of    the 
Lung  Following  Lobar  Pneumonia. 

Although,  as  stated  above,  Diplococcus  lanceolatus  usually  occurs 
alone  in  typical  lobar  pneumonia,  it  may  be  accompanied  by  the  Strepto- 
coccus and  Staphylococcus  pyogenes  and  occasionally  by  other  micro- 
organisms. The  exact  significance  of  these  mixed  or  concurrent  infec- 
tions in  lobar  pneumonia  is  not  always  clear,  But  instead  of  the  usual 
resolution  there  may  be  gangrene;  or  suppuration  of  the  interstitial  lung 
tissue  with  the  formation  of  abscess  may  occur.     In  such  cases  Strepto- 


-"Oeoaniiino"  Pnei'monia— Delayed  Resolution  Atter  Lobar  Pnbcmohi*. 
■aing  faacirlps  of  rusifrirm  ronnective-tisnie  cells  lie  within  the  air  veaicle  and  are 

in  odjarent  »ir  cpaceB. 

coccus  pyogenes  and  Staphylococcus  pyogenes  aureus  or  putrefactive 
bacteria  may  be  present  with  the  pneuniococcus  in  the  exudate. 

Suppurative  inflammation  of  the  interstitial  tissue  of  the  lungs  may 
involve  not  only  the  larger  fibrous-tissue  bands,  but  the  walls  of  the  air 
vesicles  and  other  air  spaces.  It  is  often  called  "purulent  infiltration." 
From  the  cut  surface  of  the  lungs  in  resolving  lobar  pneumonia  a  gru- 
mous  fluid  resembling  pus  often  exudes,  and  this  is  sometimes  mistaken 
for  a  mark  of  interstitial  suppuration  of  the  lung. 

Suppurative  inflammation  of  the  interstitial  tissue  of  the  lung  may 
occur  without  association  with  lobar  pneumonia. 

Lobular  Pneumonia  and  Broncho-Pneumonia. 

In  distinction  from  that  common  form  of  pulmonary  inflammation 
induced  by  the  Diplococcus  lanceolatus,  which  as  we  have  seen  is  usu- 
ally lobar  in  character,  there  are  exudative  inflammations  of  the  lungs, 
due  to  many  different  excitants,  which  are  "patchy"  or  "lobular"  in 
extent,  the  consolidated  areas  varying  in  size  from  such  as  are  scarcely 
visible  to  those  several  centimetres  in  diameter.'     These  patches  of  lobu- 
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lar  consolidation  often  join  and  merp:e,  so  that  solidification  of  whole 
lobes  or  luup;  is  not  luiconimon.  But  the  mottled,  uneven  surface  and 
color  of  the  lunps  "n  section,  and  the  usual  absence  of  the  peculiar  granu- 
lation ordinarily  suffice  for  the  distinction,  even  to  the  naked  eye,  of  the 
lobar  from  the  coaleaccnt  lobular  forms  of  exudative  pneumonia. 

It  is  convenient  to  recognize  several  types  of  lobular  exudative  pneu- 
monia, although  the  character  of  the  exudate  is  not  distinctive. 

Broiicho-Piieuinoni&.- 

This  most  important  type  of  lobular  pneumonia  frequently  develops 
in  connection  with,  ami  as  an  extension  of  that  form  of  inflammation  of 
the  smaller  bronchi  commonly  called  "capillarj-  bronchitis."  At  first 
dark  red  in  color,  the  lobular  areas  of  consolidation  in  broncho-pneu- 
monia become  more  gray  at  the  centre  through  degeneration  of  the  ex- 
udate, while  the  advance  of  the  process  in  the  peripherj'  is  marked  by 


Rllpd  wilh  exudate— 


a  less  solid,  redder  zone.  On  section  of  the  fresh  lung  these  areas  (Fig. 
352)  usually  project  somewhat  above  the  general  surface,  and  at  their  cen- 
tres the  involved  bronchi  may  appear  as  lighter  spots,  from  which  pus 
may  exude  or  he  easily  pressed  out.  Such  areas  may  coalesce,  forming 
larger  consolidations.  The  exudate,  which  more  or  less  completely  fills 
the  air  spaces  (Fig.  3.53),  consists  of  serum,  old  and  new-formed  epithe- 
lial cells  fi-om  the  walls  of  the  air  spaces,  red  blood  cells,  and  often  fibrin 
and  polymorphonuclear  leucocytes  (Fig.  354)  with  various  forms  of 
micro-organisms.     As  a  rule,  however,  fibrin  and  leucocytes  are  not  as 
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abundant  as  in  the  exudate  of  lubar  pneumonia.  Mucus  and  bronchial 
epithelium  may  be  aspirated  into  the  air  spaces  and  mingled  with  the 
exudates. 

Broncho-pneumonia  involves  a  direct  extension  of  the  inflammatory 
process  from  the  bronchi  to  the  contiguous  lung  tissue,  so  that  there  is 


me  o(  exuclutive  pneumonia. 

both  an  interstitial  and  exudative  pneumonia  about  the  bronchial  tubes, 
the  whole  forming  the  lobular  areas  of  consolidation  (Fig.  355}.  This 
involvement  of  the  bronchial  wall  in  inflammation  with  a  direct  ex- 
tension of  the  process  to  the  surrounding  lung  tissue  has  been  urged 
especially  by  Delafiekl  as  the  process 
to  which  the  term  broncho-pneumonia 
should  be  par  excellence  applied. 

Between  the  consolidated  areas  there 
may  be  atelectasis  of  lung  tissue  from 
the  occlusion  of  the  smaller  bronchi 
ft-ith  exudate.  When  the  consolidated 
areas  ;ire  situated  at  the  surface  of  the 
lun;  s,  fibrinous  pleuritis  may  be  present 
over  the  affected  regions. 

This  form  of  broncho-pneumonia  is 
frequent  in  children,  sometimes  as  an 
independent  process,  but  often  asso- 
ciated with  or  following  diphtheria, 
scarlatina,  measles,  etc.  It  occurs  also 
in  adults,  either  as  a  complication  of 
infectious  diseases  such  as  typhoid  fever,  smallpox,  influenza,  etc.,  or  as 
a  primary  process.  It  may  occur  in  the  aged  or  in  those  enfeebled  by 
chronic  wasting  diseases. 

Resolution  may  take  place  in  the  areas  of  broncho-pneumonia  by 


568  THE     RESPIRATOKY     BYSTEH 

processes  of  cell  defeneration  and  absorption  identical  with  those 
through  which  restoration  is  secured  in  lobar  pneumonia.  If,  however, 
resolution  in  broncho-pneumonia  do  not  presently  take  place,  and  the 
lesion  persist,  dense  connective  tissue  is  apt  to  form  about  the  bronchi 
and  in  the  interstitial  tissue  of  the  lungs,  which  may  lead  to  induration 
and  distortion  of  the  organs,  atelectasis,  chronic  bronchitis  with  dilatation 
of  the  bronchi,  etc.  A  photograph  of  a  section  of  such  a  chronic  or 
"  persistent  "  broncho-pneumonia  is  reproduced  in  Fig.  356. 

Other  Forms  of  Lobtilar  and  Broocho-Pneumonia. — There  are  forms  or 
types  of  lobular  pneumonia  in  which  serum  and  epithelial  cells  with 
more  or  less  tibrin  and  leucocytes  collect  in  the  air  spaces  of  a  limited 


Kio.  355.— Bboncbo-Pnei 
Showing  RliHlit  rliange  in  the  epithelium  of  the  bronchuai  a  purulent  pxiiitato  in  the  lumen; 
thickening  of  tlio  null  of  the  amail  bronchus,  and  exudate  in  tlie  adjarmt  air  vnielc*. 

region  without  primary  bronchitis  and  without  involvement  of  the  waits 
of  the  bronchi  and  air  spaces. 

In  one  type  of  lobular  pneumonia  and  broncho-pneumonia  the  exu- 
date may  consist  largelj'  of  pus  cells  which  infiltrate  the  walla  of  the  air 
spaces  and  bronchi  as  well  as  fill  the  air  spaces  theniselves.  This  type 
of  inflammation  maj'  be  induced  by  the  aspiration  in  feeble  persons  of 
irritating  substances  or  bacteria-containing  material  of  various  kinds. 
particles  of  food,  saliva,  etc.  This  is  called  atpiration  pneumonia  and 
may  result  in  necrotic  or  gangrenous  processes  in  the  involved  regions 
of  the  I)ronchi  and  lungs.  Again  there  may  l>e  circumscribed  areas  of 
exudative  pneumonia,  often  suppurative  in  type  and  involving  the  walls 
of  the  air  spaces,  whn-h  originate  through  the  transportation  by  the 
blood-vessels  of  various  forms  of  bacteria,  especially  the  Streptococcus 
and  Staphylococcus  pyogenes,  as  in  pya'miu:  this  is  called  lobular  pneu- 
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moDia  of  kcemalogenous  origin,  or  pywmic  jnieumonia.  Thus,  abscesses  of 
the  lungs  may  be  formed. 

In  the  lobular  pneumonia  of  bubonic  plague  the  exudate  is  said  to 
contain  few  leucocytes  and  epithelial  cells,  and  to  consist  largely  of  blood 
and  plague  bacilli.* 

In  the  aged  or  those  long  in  bed  in  an  enfeebled  condition,  hyperse- 
mia  and  cedema  with  more  or  less  exudate,  usually  epithelial  in  char- 
acter, may  develop  in  the  dependent  posterior  portions  of  the  lungs — 
hypostatic  congestion  and  hypostatic  pneumonia. 

There  is  a  peculiar  and  rare  form  of  broncho-pneumonia  associated 
with  necrosis  in  which  forms  of  streptothrix  have  been  isolated  which 


356. — PEBalBTB-VT — Chronic— Bhoncho-Pneumohi  A. 


are  undoubtedly  the  excitants  of  the  disease.^  Actinomyces  is  also  an 
occasional  excitant  of  broncho-pneumonia. 

In  all  these  forms  of  lobular  pneumonia  cedema  and  atelectasis  of 
uninvolved  portions  of  the  lung  may  occur. 

It  is  evident  that  in  lobular  pneumonia  the  infectious  affent  may  reach 
the  lungs  either  through  the  air  passages  or  through  the  blood-  or  tymph- 
vessels,  and  that  differences  in  the  portals  of  entry  as  well  as  in  the 
nature  and  virulence  of  the  excitant  and  the  susceptibility  of  the  indi- 

'  Concult  Flemrr.  Trsna.  Awn.  Am,  Pliv".,  vol.  xvi..  p.  481,  1901, 

'  Consult  NoTTit  and  Larkin,  Jour,  of  Exp.  Med.,  vol.  v.,  p.  155,  1900,  bibl.  Also  further 
reference  on  p.  227. 
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vidual  have  an  important  lioarinR  both  upon  the  course  of  the  diaease 
and  the  morpholoirv-  of  the  lesion. 

ThK   HxrlTANTS    OF    LoUL'LAIl    AND    BuONCHO-PxEUMOMA. — The  ex- 

citants  of  broncho-pneumonia  ami  other  types  of  lobular  pneumonia 
are  most  frequently  Streptococcus  pyopenes  (Fig.  So?),  the  pneumo- 
coccus,  t>tapliylococfus  pyogenes,  the  typhoid,  diphtheria,  influenza, 
and  plague  bacilli,  the  pneiimobacillus  of  Friedlander;  the  streptothrix, 
above  mentioned,   and  other  bacteria  have  been  occasionally  found,' 


Stheptococci. 


This  aperinicn  ir 
nuiu    iiillKiiiniftliiin  i>i    Tiie  larynx  in 
little  fibrin  wilh  (lie  strcplococci  fomi 


Hcanly  exudate. 


Pathogenic  moulds  may  be  excitants  of  acute  forms  of  lobular  pulmonary 
inflammation. 

It  will  thus  be  seen  that  wliilo  it  is  convenient  to  group  the  exudative 
forms  of  pulmonary  intlammation  on  the  l)a.sis  of  distinctions  which  are 
in  part  morphological,  in  part  etiological,  the  types  in  fact  frequently 
merge  or  concur.  This  should  not  lead  to  confusion  if  we  remember 
that  the.se  arc  infectious  diseases  whose  most  conspicuous  lesion  is  located 
in  the  lungs,  and  that  they  are  not  species  in  the  natural-history  sense, 
for  which  fixed  and  <lcfinite  characters  must  be  established,  but  that  the 
groups  only  indicate  various  ftnms  and  phases  of  response  of  a  living 
organ  in  various  conditions  of  susceptibility  to  the  damage  inflicted  by 
one  or  another,  and  not  infrequently  by  two  or  more  combined  forms  of 
micn>M)rganisnis.  These  pneumonisis  are  not  considered  among  the  infec- 
tious di.seases  where  they  logically  belong,  partly  \>ecause  there  are  prac- 
tical advantages  in  grouping  pulmonary  lesions  together  and  partly  be- 

'  Fur  R  otiiilv  of  till.'  buttiTiciIii^v  iif  liiliiilar  pncunionia,  rsinfiiiUy  in  adults,  see  Btuma; 
.Mbany  .Mol.  AnnaU,  vol.  xxii.,  Auk..  1<'<'I' 
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cause  our  knowledge  of  the  relative  frequency  and  significance  of  the 
bacterial  excitants  of  the  various  types  is  still  in  many  cases  too  incom- 
plete to  permit  the  establishment  of  a  distinctive  and  clearly  defined 
form  of  infection.^ 

Interstitial  Pneumonia. 

This  name  is  given  to  a  chronic  productive  inflammation,  which  in- 
volves the  connective-tissue  framework  of  the  lung  and  the  walls  of  the 
air  spaces,  and  results  in  the  formation  of  new  connective  tissue  and  the 
obliteration  of  the  air  spaces  (Fig.  358). 

Such  an  interstitial  pneumonia  may  follow  acute  lobar  pneumonia 
with  the  production  of  new  intra-alveolar  connective  tissue,  broncho- 
pneumonia, chronic  pleurisy,  chronic  bronchitis,  and  atelectasis,  or  may 
be  induced  by  the  inhalation  of  the  dust  of  coal,  stone,  or  other  inor- 
ganic substances.     Dififuse  interstitial  pneumonia  may  occur  in  syphilis. 

The  topography  of  the  lesion  varies  considerably  in  the  different  con- 
ditions under  which  the  new  tissue  growth  occurs.  If  it  follow  acute 
lobar  pneumonia,  one  lobe  or  the  whole  of  one  lung  may  be  involved  and 
covered  with  pleuritic  adhesions.  The  lobe  or  the  lung  is  small,  smooth 
on  section,  and  firm  in  texture.  The  air  spaces  and  small  bronchi  may 
be  largely  obliterated  by  the  new  connective  tissue.  If  it  follow  broncho- 
pneumonia, one  or  more  lobes  are  studded  with  fibrous  nodules,  which 
correspond  to  the  affected  bronchi  and  the  associated  lung  territory;  or 
a  large  part  of  a  lobe  is  converted  into  dense  fibrous  tissue;  the  pleura 
mxy  be  thickened;  there  may  be  chronic  bronchitis  and  bronchiectasia. 
If  interstitial  pneumonia  be  associated  with  thickening  of  the  pleura, 
bands  of  connective  tissue  extend  from  the  pleura  into  the  lung,  the 
bronchi  are  inflamed  and  often  dilated.  When  associated  with  chronic 
bronchitis  there  are  fibrous  nodules  around  the  bronchi,  with  more  or 
less  diffuse  connective  tissue. 

The  changes  in  interstitial  pneumonia  may  occur  by  a  slow  hyperpla- 
sia of  the  fibrous  tissue  or  by  the  formation  of  granulation  tissue,  which 

'  For  a  rfsunU  of  earlier  attempts  to  induce  experimental  pneumonia  in  animals,  consult 
Aufrccht  in  Notlmagel's  "  Speciello  Pathologie  u.  Tlierapie,"  Bd.  xiv.,  Th.  2,  p.  36,  bibl.,  p.  221 

For  a  study  of  bacteria  in  the  lungs  and  their  relationship  to  pneumonia  consult  Klip- 
stein,  Zeits.  f.  klin.  Med.,  Bd.  xxxiv.,  p.  191,  1898;  also,  with  special  reference  to  children, 
see  Dnrck,  Deut.  Arch.  f.  klin.  Med.,  Bd.  Iviii.,  p.  368,  1897. 

For  a  study  of  bacteria  in  the  lungs  of  man  and  lower  animals  see  Beco^  Arch,  de  m^'d. 
exp<5rimentale,  etc.,  t.  xi.,  p.  318,  1899,  and  t.  xiii.,  p.  851,  1901. 

For  a  study  of  experimental  coohng  of  the  body  which  may  mduce  changes  in  the  blood, 
predisposing  to  infection  with  the  pneumococcus.  see  Reinehoth  and  Knhlhardt,  Deut.  Arch, 
f.  kliu.  Med.,  Bd.  Ixv.,  p.  192,  1900. 

For  a  study  of  the  effects  of  cooling  in  general  as  a  prediHjxjnent  to  infection,  see  Lode, 
Arch.  f.  Hvgiene,  Bd.  xxviii.,  p.  344,  1897;  al.so  Kisakalt,  ibid.,  Bd.  xxxix..  p.  142,  1901, 
bibl. 

For  a  study  of  the  portals  of  entry  in  lung  infection,  with  special  reference  to  the  pleura, 
seeGVoter,  Deutsch.  Arch.  f.  klin.  Med.,  Bd.  Ixviii.,  p.   296,  1900,  bibl. 

For  a  recent  comprehensive  resume  of  bacteria  in  the  lung,  of  the  predisposing  factors 
in  pneumonia,  and  a  summary  with  new  studies  of  experimental  pneumonia,  see  Wadswcrih, 
Am.  Jour.  Med.  Sci.,  vol.  cxxvii.,  p.  851,   1904. 

Concerning  circulatory  changes  iu  the  lungs  under  various  pathological  conditions  see 
reference  to  Eaaer,  p.  546i 
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gradually  becomes  denser  with  contraction.  Although  this  process  is 
primary  in  the  interstitial  tissue,  exudates  are  often  present  in  the  fur 
spaces:  atelectasis  may  occur,  while  emphysema  and  hronchiectasia  are 
common. 

Sometimes  a  noteworthy  change  occurs  in  the  epithelium  lining  air 
vesicles  which  have  been  cut  off  from  their  neighbors  by  the  new  fibrous 
tissue.  The  epithelial  cells  increase  in  number,  become  thicker,  and 
finally  the  small  or  distorted  cavities  may  be  lined  with  a  complete  in- 
vestment of  cuboidal  cells  (Fig.  359).     Thi,s  reversion  of  the  epithelium 


Kio.  358. — Interstitiai,  Pkeuuohia. 

With  emphyseiiin.     Tlie  wkUa  of  the  enl&rged  air  vemrles  nod  ti|wcfa  are  converted  into 

(leiue  fibniua  ti«iip, 

of  the  air  vesicles  to  a  less  differentiated  type  occurs  in  many  chronic 
processes  in  the  lungs. 

Pigmentation  of  the  Lung.^The  inhalation  of  dust  and  smoke  is  so 
continuous  among  those  who  live  much  indoors  that  the  lungs  of  nearly 
all  persons  from  the  earliest  years  are  more  or  less  pigmented.  The  for- 
eign particles  which  get  into  the  deeper  recesses  of  the  lungs  are  in  part 
taken  up  by  the  epithelium  of  the  air  spaces,  in  part  are  carried  by 
phagocytes  or  otherwise  to  the  interstitial  tissue  of  the  lungs  (Fig.  360), 
Here,  either  within  cells  or  without,  they  are  deposited  along  and  within 
the  lymph  channels  or  in  the  lymph-nodules  of  the  pleura  and  interstitial 
tissue  (Fig.  361),  or  they  may  he  carried  to  the  lymph-nodes  at  the  root 
of  the  lungs.     Rarely,  this  inhaled  dust  passes  the  tracheal  and  bron- 
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chial  lymph-nodes  and  may  he  deposited  in  the  viscera,  especially  in  the 
liver  and  spleen. 

Under  ordinary  conditions  a  moderate  deposit  of  inhaled  pigment 
particles  in  the  lungs  does  not  seem  to  be  of  great  significance,  but  it  does 
lead,  if  present  in  amounts  as  large  as  are  frequently  found  in  the  air 
of  many  private  houses,  stores,  factories,  theatres,  and  other  places  of 


Flo.  359.— Ch  HOI 


Reverbion  of  Ep1TH£UVU 


public  assembly,  to  obliteration  of  lyraph-chahnels  and  conversion  of 
lymph-nodes  into  masses  of  pigmented  fibrous  tissue  and  in  this  way 
there  is  little  doubt  that  it  may  predispose  to  more  serious  lesions. 
On  the  other  hand,  miners  and  others  working  or  confined  in  smoky 
air,  stone  or  metal  workers,  and  the  like  are  liable  to  excessive  pig- 
mentation  and   develop    interstitial   pneumonia,  especially  marked  at 


Fid.  360. — Aktoracotic  Piomehtation  or  mB  LtiNO. 
Showing  i^gment  beneath  the  thicltened  pleura  and  in  the  thirkened  septa  of  the  e 


first  along  the  interlobular  septa  and  frequently  associated  with  chronic 
bronchitis,  emphysema,  atelectasis,  or  bronchiectasia.  This  condition  of 
the  lung  when  due  to  the  inhalation  of  coal  dust  is  called  anthracosis; 
when  due  to  dust  of  various  minerals,  ckalicosis;  when  due  to  iron  dust, 
siderosis,'     The  general  process  has  been  called  pneumokoniosis.     The 

'  For  B  ntudy  of  the  cundition  of  iron  pigmcot  in  rclls  and  tiaauea  see  Arnold,  Virrh. 
.An-h..  lid.  clxi.,  p.  2S4,  1900. 
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color  varies  in  these  lungs  with  the  character  and  amount  of  the  de- 
posited material,  which  is  frequently  quite  unevenl}'  distributed.  The 
amount  of  foreign  material  in  such  lungs  is  sometimes  large.^ 

Tuberculous  Pneumonia. 

General  Considerations. — Tuberculous  inflammation  of  the  lungs  is 
similar  in  nature  to  tuberculous  inflammation  in  other  parts  of  the  body. 
But  since  the  morphological  features  of  the  response  of  a  tissue  to  injury 
are  largely  dependent  upon  the  form  and  capacities  of  its  cells,  it  is  not 
surprising  that  in  such  complex  organs  as  the  lungs,  the  lesions  of  tuber- 
culosis should  present  many  variations  from  the  usual  type  elsewhere. 
The  bronchial  passages  and  the  connecting  air  spaces,  the  numerous  blood- 
and  lymph-channels,  especially  favor  the  distribution  of  the  tubercle 
bacillus  within  these  organs;  the  open  texture  of  the  lungs  permits,  as  in 
other  forms  of  pneumonia,  of  great  accumulation  of  exudate,  while  the 
delicacy  and  thinness  of  the  air  chambers  favor  extensive  disintegration 
of  the  old  or  new-formed  tissues  or  exudates  when  these  have  become 
necrotic  under  the  influence  of  the  poisons  of  the  tubercle  bacilli. 

Thus  the  variety  of  cells  and  tissues  involved  and  their  peculiar  rela- 
tionships to  one  another  and  to  the  invading  organisms  render  the  lesions 
of  pulmonary  tuberculosis  more  complex  in  morphology  than  are  tuber- 
culous lesions  in  any  other  part  of  the  body. 

The  classification  of  these  lesions  is  largely  based  upon  topographic 
considerations  and  is  not  to  be  regarded  as  indicating  fundamental  differ- 
ences in  the  reaction  of  the  tissues. 

Tubercle  bacilli  may  enter  the  Iun«;s  either  through  the  blood-  and 
lymph-vessels,  being  brought  from  a  focus  of  tuberculous  inflammation 
in  another  part  of  the  body,  or,  as  is  more  frequently  the  case,  they  are 
introduced  through  the  air  passages  by  the  inhalation  of  floating  dust 
particles,  among  which  are  living  tubercle  bacilli.  There  is  evidence 
that  tubercle  bacilli  may  enter  the  body  through  the  gastro-intestinal 
mucous  membrane  without  the  development  of  a  tuberculous  lesion  at 
the  point  of  entry .^ 

The  introduction  of  tubercle  bacilli  into  the  lungs  may  induce  an 
exudative  inflammation  with  the  accumulation  of  fibrin,  leucocytes,  and 
exfoliated  epithelium  in  the  air  spaces;  a  productive  inflammation  with 
the  growth  of  epithelial  cells,  or  of  round-celled  tissue,  or  of  a  tissue 
composed  of  basement  substance,  large  and  small  cells,  and  giant  cells 
called  tubercle  tissue  (see  p.  245);  or  there  may  be  added  necrosis  of 
the  new  tissue  and  of  portions  of  the  lung.  All  of  these  phases  of  tuber- 
culous lesions  may  and  usually  do  occur  together. 

The  character  of  the  inflammation  in  each  case  seems  to  be  governed 
by  the  type  of  cells  especially  involved,  by  the  number,  virulence,  and 

*  For  an  analysis  of  the  lungs  of  a  ca«e  of  extreme  anthracosis  see  Hodenpyl,  Proc.  New 
York  Path.  Soc,  1809-1900.  For  a  simimar\'  of  the  protective  mechanism  of  the  respira- 
tory pa8sage.s  st»e  p.  551. 

'  For  a  discussion  of  the  sources  and  portals  of  entry  of  the  tubercle  bacillus  see  p.  257. 

For  a  study  of  tubercle  bacillus  in  the  blood  in  pulmonary  tuberculosis  see  lAldke,  Wiener 
klin.  Woch.,  p.  949,  1906. 
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proliferative  capacity  of  bacilli  which  are  introduced  into  the  lungs,  and 
the  way  in  which  these  enter,  as  well  as  by  the  susceptibility  of  the  indi- 
vidual. If  a  large  number  of  virulent  tubercle  bacilli  be  inhaled  or 
aspirated  through  the  bronchi,  or  if  the  bacilli  grow  with  great  rapidity, 
both  productive  and  exudative  inflammations  may  be  set  up  in  a  consid- 
erable portion  of  the  lungs.  If,  on  the  other  hand,  but  few  bacilli  enter 
and  their  proliferation  or  virulence  be  not  extreme,  or  if  (hese  find  their 
way  in  small  numl^rs  into  the  lungs  through  the  blood-vessels  or  lym- 
phatics, then  there  may  be  small  foci  of  productive  inflammation  with 
but  little  exudation.  The  tuberculous  alterations  in  the  lungs  are  usually 
accompanied  or  followed  by  a  series  of  secondary  processes  which  often 
complicate  the  condition  of  the  patient  as  well  as  the  morphological  ap- 
pearances of  the  organs.  The  obliteration  or  destruction  of  the  smaller 
blood-vessels  of  the  lungs  in  the  tuberculous  areas  contributes  to  the 
gray  or  whitish  appearance  of  the  lesions,  due  largely  to  new-formed  tis- 
sue or  accumulated  exudate.  The  formation  of  fibrous  tissue  in  the 
attempts  at  repair  of  the  damage  wrought  by  the  tubercle  bacillus  often 
dominates  the  structural  picture. 

The  traditional  distinctions  between  acute  and  chronic  forms  of  pul- 
monary tuberculosis  are  often  morphologically  not  at  all  well  defined  and 
are  of  value  chiefly  for  clinical  purposes. 

It  has  been  customary  to  set  apart  those  forms  of  acute  tuberculosis 
of  the  lungs  in  which  the  lesions  are  in  the  form  of  small  discrete  so- 
called  **  miliary''  foci,  calling  the  condition  Acute  Miliary  Tuberculosis. 
The  other  tuberculous  lesions  involving  in  varying  degree  the  lungs  and 
the  bronchi  with  associated  and  often  extensive  exudative  necrotic  and 
reparative  processes  have  been  commonly  jumbled  together  as  Acute  and 
Chronic  Phthisis,  many  phases  of  which  have  been  elaborately  described 
as  if  they  were  the  expression  of  independent  processes. 

With  our  present  knowledge  of  the  nature  and  etiology  of  tuberculosis 
it  seems  better  to  let  the  word  phthisis  fall  into  disuse  as  speedily  as 
possible,  and  to  consider  under  more  exact  and  significant  designations 
such  phases  of  pulmonary  tuberculosis  as  the  morphological  characters 
of  the  lesions  justify.  We  shall  review  the  lesions  of  pulmonary  tuber- 
culosis then  under  the  following  primar}'  headings: 

1.  Focal  or  miliary  tul>erculosis. 

2.  Tuberculous  broncho-pneumonia. 

3.  Complex  forms  of  nodular  and  diffuse  tuberculous  lesions. 

4.  The  formation  of  cavities. 

5.  Secondary  lesions  in  pulmonary  tuberculosis. 

6.  Concurrent  infection. 

F()(  AL  Tuberculosis.     {Miliary  Tuberculosis,) 

Acute  Miliary  Tuberculosis. — The  rapid  and  widespread  development 
of  miliary  tubercles  in  the  lungs  is  often  a  part  of  general  tuberculosis, 
although  the  lesion  may  be  most  extensive  in  the  lungs.  Both  lungs  are 
apt  to  be  involved,  but  the  distribution,  number,  size,  and  character  of 
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Plate  IV. 


Miliary  Tuberculosis  i,Acute)  of  the  Lung. 

The  miliary  tubercles,  small  and  ineguUr  in  shape,  are  distribated 
throu^out  the  lung — moce  abundantly  in  the  upper  and  middle  thirds. 

"Hie  blood-vessels  are  injected  with  blue  gelatin,  so  that  in  this 
photographic  reproduction  of  the  specimen  the  uninvolved  portions  of 
the  lung  are  dark,  while  the  tubercles — in  which  the  bbod-vexeb  are 
compressed  or  obliterated — are  light. 


THE    RESPIBATORY    SYSTEM 


571 


the  miliary  tubercles  differ  in  different  cases.  The  tubercles  are  found 
in  the  parenchyma  of  the  lung,  in  the  connective  tissue  forming  the 
septa,  along  and  in  the  walls  of  the  bronchi  and  blood-vessels,  and  in  the 
pulmonary  pleura.  They  may  be  scattered  singly  through  the  lungs 
(Plate  IV,),  or  aggregated  in  groups  (Plate  VI.  and  VII.)-  They  may 
be  separated  by  considerable  interspaces,  or  so  close  together  that  the 
lung  is  rendered  nearly  solid.  Some  are  so  small  and  transparent  that 
they  can  hardly  be  seen  with  the  naked  eye;  others  are  larger  and  more 
opaque  and  may  have  a  lighter  centre  marking  the  area  of  necrosis. 

In  many  cases  it  is  evident  that  the  lungs  are  infected  through  the 
blood-vessels  or  the  lymphatics,  for  the  general  tuberculous  infection 


".■S^^% 
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Fio.  362.— MiUAHY  Tubercle  or  Luno. 
This  tubercle  haa  replaced  several  air  vewclea  whose  vails  are  obUterated.      Id  the 
centre  is  an  area  oF  coagutatioo  necrosis;    outside  of  this  is  a  zone  of  orgaaiied  tubercle 
tinsue;  the  Hiurouiidiiig  air  vesicles  contain  a  cdlular  exudate. 

is  secondary  to  a  localized  tuberculosis  either  in  the  lungs  or  in  some 
other  part  of  the  body,  In  a  considerable  proportion  of  cases  of  miliary 
tuberculosis  of  the  lungs,  tuberculous  lesions  of  the  bronchial  lymph- 
nodes  or  of  the  lung  tissue  at  the  apex  of  much  longer  standing  indicate 
the  probable  immediate  source  of  origin  of  the  widely  distributed  tubercle 
bacilli.  Very  often  in  miliary  tuberculosis  of  the  lungs  the  tubercles  in 
one  part  of  the  lungs  are  larger  and  appear  to  be  older  than  those  in 
other  parts.  Thus  it  is  not  infrequent  to  find  the  tubercles  in  the  upper 
portion  of  the  lungs  more  abundant,  larger,  and  more  fibrous  than  in  the 
lower  lobes  (see  Plate  VII.).  It  is  in  fact  probable  that  in  many  cases 
of  acute  miliary  tuberculosis  of  the  lung,  either  associated  or  not  with 
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older  local  tuberculous  lesions  from  which  the  distribution  of  baciUi  may 
have  taken  place,  the  generalization  has  not  occurred  at  once,  but  by 
successive  fresh  infections.' 

Miliary  tubercles  in  the  lungs  are  in  structure  essentially  similar  to 
those  formed  elsewhere  in  the  body,  except  that  the  filling  of  the  air 
spaces  with  exudate  makes  the  lesion  somewhat  more  complex. 

The  tubercles  may  l>e  composed  of  small  spheroidal  cells  or  of  larger 


Involvioff  onlv  two  air 
itii  tubercle  tinsuu.      The  hlood- 
■e  oblitrratL-d  by  the  tuberrulou 


Itip  walls  are  iiifUtratoil  and  the  csvitia  filled 
nf  the  air  vesiclm  are  injected,  except  where  tlwae 
k't'inent  of  their  walls. 


polyhedral  cells  with  more  or  less  fibrous  stroma,  or  of  small  and  large 
cells  and  stroma.  (Want  cells  may  be  present;  coagulation  necrosis  is 
usual  {Fid.  154,  p,  24H).  Much  forms  of  miliary  tubercles  may  be  and 
commonly  are  associated  with  the  presence  of  an  exudate  in  the  adjacent 
or  involved  air  vesicles  (Fig.  3G2).  This  exudate  may  be  largely  made 
up  of  exfoliated  epithelial  cells  which  have  proliferated;   or  with  these 
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there  may  be  serum,  leucocytes,  and  fibrin.  The  blood-vessels  within 
the  tubercles  which  replace  the  lung  tissue  are  partially  or  wholly  oblit- 
erated (Fig.  363). 

But  the  miliary  foci  of  tuberculous  inflammation  in  the  lungs  may 
consist  wholly  of  inflammatory  exudate  which  early  becomes  necrotic, 
often  with  necrosis  of  the  walls  of  the  involved  air  spaces.  Such 
tubercles  of  the  exudative  type  are  apt  to  occur  in  children  and  usually 
contain  large  numbers  of  tubercle  bacilli.  They  may  occur  in  connec- 
tion with  various  other  phases  of  acute  and  chronic  pulmonary  tuber- 
culosis. 

When  miliar}-  tubercles  are  situated  in  the  parenchyma  of  the  lung 


Fio.  364.— A  Miliary  Tubercle  i>f  the  Lunq. 
This  tubercle  U  largely  caseoua,  the  walls  of  the  iovolved  air  veucleB  being  n 


B  cellular  exudate 


the  walls  of  the  air  spaces  may  be  visible  in  the  new  growth  or  they 
may  be  largely  or  wholly  obliterated  (Fig.  364). 

In  the  obliteration  of  the  walls  of  the  air  vesicles,  their  former  situa- 
tion may  be  indicated  by  structureless  bands  or  streaks  of  necrotic  ma- 
terial, or  they  may  disappear  altogether. 

Chronic  and  "  Healed  "  Hiliary  TubercIes.^The  small  foci  of  tubercu- 
lous inflammation  which  are  called  miliary  tubercles  may,  as  we  shall 
see  later,  extend  and  coalesce  so  that  with  more  or  less  exudative  pneu- 
monia large  areas  of  the  lung  may  become  consolidated,  thus  developing 
one  of  the  forms  of  pulmonary  tuberculosis  called  phthisis. 

On  the  other  hand,  small  tuberculous  foci  in  the  lungs  may  with  or 
without  extensive  necrosis  become  surrounded  by  or  converted  into 
masses  of  dense  fibrous  tissue.  These  fibrous-tissue  masses,  which  are 
often  called  "healed  tubercles"  (Figs.  365  and 366), may  contain  necrotic 
material,  are  often  mottled  black  from  anthracotic  pigment,  or  they  may 
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be  calcified  at  the  centre.  Tubercle  bacilli  may  Iw  absent  from  them,  or 
the  bacilli  may  remain  alive  within  them  for  a  long  time  quiescent  but, 
as  Lartigau  and  others  have  shown,  still  virulent.  When  such  circum- 
scribed masses  of  more  or  less   fibrous  tubercle  tissue  are  scattered 


Fio.  365,— An  Old  KiBROia  Tin 
Tho  central  portion  U  neiTOtic  anil 
f  dpniic  pigrorntpd  fibrous  tissue,      Tl 
ontraclion  of  tlie  fibroin  tiwue. 


KKrLK    or   THE    Lt:NO "HeALEO   Tl'BERCU," 

irregularly  pigmented.      The  periphery  is  compoaed 
!n  are  empliynenui  and  distortion  from  eicatriciaJ 


through  the  lungs,  ullhouf!;h  the  individual  masses  may  be  of  considerable 
size,  the  process  is  sometimes  called  "chronic  niiUary  tubemUosis." 

It  should  l>e  remembered  that  the  new  fibrous  tissue  which  forms  in 
and  about  miliary  t-ul>ercles,  as  well  as  other  tuberculous  lesions,  is  the 
result  of  a  distinctly  reparative  process  in  which  the  already  formed  tu- 
bercle tissue  or  its  products  apparently  act  somewhat  as  foreign  bodies 
may  in  inducing  fibrous-tissue  growth. 


TuBEKCUi-ous  Brontho-Pneumonia. 

In  another  most  important  phase  of  tuberculous  inflammation  of  the 
lung  there  is  an  involvement  of  the  walls  of  the  smaller  bronchi  and  the 
associated  groups  of  nir  spaces.  This  may  occur  throuRh  inhalation  of 
bacilli  or  by  their  aspiration  from  an  established  tuberculous  focus;  for 
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Plate  V. 


Tuberculous  Broncho- Pneumonia. 

The  walls  of  the  smaller  bronchi  are  involved,  being  thickened  and 
caseous,  while  the  ulceration  of  many  of  them  has  led  to  the  fonnation 
of  numerous  small  cavities. 

The  blood- vessels  are  injected  vilh  blue  gelatin,  bo  that  the  leu 
affected  and  the  intact  parts  <if  the  lungs  are  the  darker. 
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Fia.  366.— A'FiBROis  Tubercle— "Healed  Tuuercle"  of  the  Luno. 

ntre  U  caseous,  tlie  fibrous  tissue  surroundiiiK  this  is  dense,  the  walls  of  tlic  suiround- 
ing  ajr  spaces  pj«  thickened,     A  gi&nt  ceil  at  the  right  is  calcified. 
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Fio.  368.— Tlbrrctlovh  Hroncho-Pnkimosi 
Thp  wbIIh  of  llie  bronclii  arp  IliickpnMl  and  caseous  and  arp  si 
udativc  and  raw-nUH  pneumonia.     Thin  rut  shnwti  ■  amaQ  rpgion,  i 
a  Iwion  similar  1o  Ihat  Rliown  in  PUte  V. 


^-''<..>^:^''i^  -'^ 


The  wall  of  this  me>linm-siio<l  bronrhiw  it 
and  ia  cxirnding  into  Ilie  Hurroundintc  Iuiir  tixai 


>NniO-PNEUlIONIjt. 

pons,  tuberclp  tisiBUe  ia  formed  about  it 
A  crllular  exudate  is  seen  in  the  contig- 
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Miliary  Tubercles  and  Tuberculous  Broncho- Pneumonia  with 
Diffuse  (Chronic)  Tuberculous  Lesions  in  the  Apex. 

There  is  in  the  apex  tuberculous  consolidation  with  coagulation 
necrosis  (caseation),  new  librous  tissue,  and  a  small  cavity.  The  middle 
third  of  the  lung  contains  many  small  single  and  clustered  miliary  tuber 
cles  and  foci  of  tuberculous  broncho-pneumonia.  The  lower  third  con  ■ 
tains  a  few  similar  small  tuberculous  foci,  also  scattered  and  in  clusters. 

The  appearance  of  the  hing  leads  to  the  conjecture  that  tubercle 
bacilli  may  have  been  gradually  disseminated  from  the  earlier  lesion  in 
the  apex.    The  blood-vetseli  are  injected  «ith  blue. 
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example,  from  a  lesion  at  the  apex,  or,  as  is  often  the  case  in  children, 
from  tuberculous  bronchial  lymph-nodes;  or  infection  may  take  place 
through  the  blood-  or  lymph-vessels.  In  the  early  stages  of  tuberculous 
broncho-pneumonia  the  cut  surface  of  the  fresh  lung  may  present  small 
gray  or  yellowish-white  areas  of  consolidation  with  necrosis  clustered 
about  the  small  or  terminal  bronchi  (Plate  V).  The  process  is  at  first 
largely  exudative,  involving  a  catarrhal  and  necrotic  inflammation  of  the 
mucous  membrane  of  the  bronchus  with  more  or  less  exudate — which  also 
may  soon  become  necrotic — in  the  associated  groups  of  air  spaces  (Fig. 
367).     Sometimes  organized  tubercle  tissue  may  form  in  the  walls  of 


ShowinR  tlie  formotion  of  cavitiea 
in  the  ccntn.'  large,  lubrrculous  broni 
lous  cuDSolidation  witli  ciLication  in  1 1 


L  the  lung  in  acute  phthi^ds.     To  the  right  are  in 
pctatic  cBvitioa.      At  the  loft  are  arras  of  tubercu- 
r  central  portions. 


the  bronchi,  with  thickening  of  the  walls  and  obliteration  of  the  blood- 
vessels of  the  adjacent  air  spaces. 

By  the  extension  of  the  process  from  one  and  another  affected  bron- 
chus, and  the  coalescence  of  these,  large  areas  of  the  lungs  may  become 
involved.  In  this  more  advanced  stage  of  broncho-pneumonia  the  larger 
and  smaller  consolidated  areas  may  be  dark  red  with  firmer  gray  or  yel- 
lowish-gray central  portions,  in  which  the  blood-vessels  are  obliterated, 
or  the  whole  area  may  be  solid  and  in  the  fresh  lung  grayish-white.  This 
new-formed  tissue  may  undergo  necrosis  and  ulceration  so  that  with  an 
advancing  consolidation  of  the  lung  tissue  about  the  bronchi  numerous 
larger  and  smaller,  rough,  irregular  cavities  may  be  formed  (Fig.  368). 
The  walls  of  the  larger  bronchi  also  may  become  the  seat  of  a  tubercu- 
37 


578  THE    RESPIRATORY    SYSTEM 

lous  inflammation  with  more  or  less  necrosis  (Fig.  369).  Ulceration 
of  these  necrotic  bronchial  walls  may  lead  to  the  formation  of  ragged 
cavities  (Plate  IX.  and  Fig.  370). 

The  secondary  development  of  dense  fibrous  tissue  in  connection  with 
tuberculous  broncho-pneumonia  is  a  marked  feature  of  the  persistent  or 
chronic  forms.  Tuberculous  broncho-pneumonia  is  one  of  the  most  im- 
portant of  that  complex  of  pulmonary  lesions  called  phthisis,  and  is  com- 
monly associated  with  other  forms  of  tuberculous  involvement  of  the 
organ — miliary  tubercles,  larger  areas  of  consolidation,  etc. 

Complex  Forms  of  Nodular  and  Diffuse  Tuberculous  Lesions. 

(Phthisis,) 

With  or  without  the  various  well-defined  forms  of  tuberculous  bron- 
cho-pneumonia and  miliary  tubercles  above  described,  there  may  be 
more  or  less  circumscribed  small  or  large  areas  of  productive  and  exuda- 
tive tuberculous  inflammation  of  the  lung  with  necrosis,  both  of  the  lung 
tissue,  the  new-formed  tissue,  and  the  exudate  (Plate  XII.).  These  may 
develop  as  the  result  of  fresh  infections  of  the  lung  through  the  lym- 
phatics or  otherwise.  These  areas  or  nodules  may  coalesce  so  that  whole 
lobes  or  parts  of  lobes  of  the  lungs  may  become  consolidated  (Plates  VII. 
and  VIII.).  Microscopically,  these  consolidated  areas  may  be  composed 
of  tubercle  tissue  more  or  less  necrotic,  with  partial  or  total  obliteration 
of  the  walls  of  the  air  spaces.  On  the  other  hand,  when  the  process  has 
been  exudative  as  well  as  productive  in  character,  one  may  see  in  the  solid 
areas  the  outlines  of  the  air  vesicles  and  larger  spaces;  but  these,  to- 
gether with  the  enclosed  exudate,  may  be  necrotic  and  granular  with 
few  stained  nuclei  and  fragments  of  chromatin.  Much  of  the  exudate 
which  fills  the  air  vesicles  either  within  or  about  these  more  densely  cpn- 
solidated  areas  may  not  be  caseous  or  necrotic,  but  may  consist  of  well- 
preserved  or  fatty  epithelial  cells,  or  of  these  with  varying  quantities 
of  leucocytes  and  fibrin. 

Aside  from  these  complex  forms  of  nodular  and  diffuse  tuberculous 
lesions  one  may  recognize  a  Diffuse  Exiidative  Tuberculous  Inflammation 
of  the  Lungs  of  Acute  and  of  Chronic  Type. — Cheesy  Pneumonia;  Pneu- 
monic Phthisis. 

1.  Acute  Type. — Sometimes  large  areas  or  whole  lobes  or  the  whole 
lung  may  be  the  seat  of  an  exudative  process  by  which  the  affected  region 
becomes  solidified,  the  exudate  consisting  of  epithelium  with  more  or  less 
fibrin  and  pus.  This  exudate,  together  with  the  lung  tissue,  soon  under- 
goes necrosis,  so  that  the  solidified  lung  tecomes  dense,  mottled,  and 
gray  in  color.  Extensive  disintegration  (Fig.  371)  of  the  consolidated 
and  necrotic  portions  of  the  lung  may  take  place,  with  the  formation  of 
large  ragged  cavities  (see  Plate  X.).  In  many  cases  enormous  numbers 
of  tubercle  bacilli  are  present  in  the  exudate  of  the  involved  region  in 
this  type  of  exudative  and  necrotic  pulmonary  tuberculosis. 

2.  Chronic  Type. — There  may  be  a  more  gradual  development  of 
the  exudate,  involving  larger  or  smaller  areas,  often  with  tuberculous 


Pathology — DelaHeld  and  Prudden. 


Diffuse  and  Focal  (Chronic)  Pulmonary  Tuberculosis — 
'■  Chronic  Phthisis." 

In  the  upper  third  of  the  lung  there  is  tuberculoos  broncbo-pneu- 
tnotiiawith  commencing  ulceration  of  small  btonchi:  nearly  complete 
consolidation  from  the  extension  and  coalescence  of  small  tuberculous 
foci  and  diffuse  formation  of  fibrous  tL<t5ue. 

In  the  lower  third  of  the  lung  are  irregular,  dense,  sharply  outlined 
tubRrculous  foci  (chronic  miliary  tubercles). 

In  the  middle  Ihird  there  is  tuberculous  pneumonia  of  the  exudative 
type,  the  incompletely  consolidated  areas  having  t>ecome,  in  part,  caseous. 

The  less  involved  portions  of  the  lung  in  this,  as  in  the  other  in- 
jected specimens,  ore  the  darker. 
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thickening  and  necrosis  of  the  walls  of  the  air  spaces.  With  this  as  with 
other  forms  of  pulmonary  tuberculosis  there  may  be  associated  a  growth 
of  simple  fibroua  tissue  with  the  formation  of  cavities. 

Not  infrequently  the  exudate  in  such  forms  of  diffuse  tuberculous  in- 


Fio.  371. — Acute   PrtiiosAHT  Tcbercvlobis — Exvi 
Cheebv  PneL'monia);  with  Exte.vbive  Dibintegrat 

The  pleura  is  much  thickened. 

flammation  of  the  lung  is  less  cellular  and  more  serous  or  sero-fibrinous 
in  character,  when  the  appearance  of  the  consolidated  region  is  trans- 
lucent and  gelatinous. 
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Obliteration  of  the  larger  blood-vessels  by  thrombosis  or  inflamma- 
tion of  the  wall  often  plays  an  important  part  in  most  forms  of  tubercu- 
lous lesions  of  the  lungs.  When  large  trunks  are  involved,  large  lung 
areas,  supplied  by  the  occluded  vessels,  particularly  those  in  which  exu- 
date is  present,  may  become  necrotic  en  masse,  then  often  appearing  on 
section  smooth,  shining,  grayish-white  in  color,  and  bloodless. 


The  FimMATiON  of  Cavities  in  Pulmoxart  Tuberculosis. 

We  have  seen  that  in  tuberculous  broncho-pneumonia  ragiged  cavities 
may  form  by  a  progressive  necrosis  and  disintegration  of  the  thickened 
walls  of  the  affected  bronchi 
and  the  adjacent  lung  tissue 
(Plate  IX.  and  Fig.  370).  Sim- 
ilar destructive  alterations  may 
occur  in  the  areas  of  tubercu- 
lous and  necrotic  tissue  which 
involve  larger  and  smaller  por- 
tions of  whole  lolws  (Plate 
XI.).  This  is  most  often  rapid 
and  extensive  in  solidified  and 
necrotic  areas  of  the  exuda- 
tive type  (Plate  X.  and  Fig. 
371).  These  ragged  cavities 
may  communicate  with  one 
another  as  well  as  with  the 
bronchi. 

While  at  first  without  dis- 
tinct limiting  walls,  if  the  ne- 
crotic process  be  not  too  active 
and  extensive,  new  fibrous  tis- 
sue may  gradually  form  about 
tuberculous  cavities  (Plate  XII. 
and  Fig,  372);  and  these  may 
Ijecome  lined  with  granulation 
tissue  or  a  layer  of  new-formed 
tubercle  tissue.  Here  an  enor- 
mous proliferation  of  tubercle 
bacilli  may  occur  for  long  peri- 
ods. These  may  he  cast  out  in 
the  sputum  or  aspirated  into 
other  parts  of  the  lungs.  The 
old  blood-vessels  of  the  in- 
volved portion  of  the  lung  may 
lie  upon  the  walls  or  stretch 
across  these  cavities,  sometimes 
with  obliterated  lumina,  some- 
times still  permeable;  and  from  these  hsemorrhages  may  occur.     There 


D  the  upprr 


There  in  much  dense  fibrous  tii 
lobe  nurmutidinK  bikI  bptwppn 
well  as  in  Ihe  upper  porlion  of  the  lower  lobe. 


Pathology — Delafield  and  Prudden. 
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Ill  the  upper  half  of  t lie  lung  there  are  scattered  miliary  tubercles 
and  ineguUr  areas  of  consolidation,  with  a  diffu!>e  formation  of  fibrous 
tissue:  ihe  pleura  is  Ihickentd.  A  large  portion  of  the  lower  lobe  is 
densely  consolidated  from  tubercle  tissue  and  exudate  with  coa|^lation 
necrosis  of  the  involved  regions.  These  regions  are  light  in  color. 
dense,  hard,  and  bloodless.  Such  dead  caseous  areas  may  persist  for 
some  time,  or  may  soften  and  disintegrate,  giving  rise  to  cavities. 
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may  be  continuous  and  prolonged  suppuration  of  the  walls  of  the  cavities 
and  putrefactive  processes  may  be  incited  by  the  advent  through  the  air 
passages  of  various  forms  of  bacteria.  The  walls  of  cavities  may  be- 
come fibrous  with  an  arrest  of  the  tuberculous  process,  and  they  may 
become  shut  off  from  bronchial  communication. 

Secondary  Lesions  in  Pulmonary  Tuberculosis. 

A  variety  of  secondary  processes  may  be  associated  with  the  various 
phases  of  pulmonary  tuberculosis  which  we  have  briefly  reviewed.  The 
blood-vessels  in  affected  regions  may  be  intact,  or,  as  we  have  seen,  their 
walls  may  be  involved  in  the  productive  and  necrotic  processes,  with 
thrombosis  or  obliteration  of  the  lumen;  or  more  or  less  extensive 
haemorrhages  may  occur.  If  the  consolidation  be  not  complete,  lung 
tissue,  often  in  a  condition  of  atelectasis  or  emphysema  and  with  more  or 
less  cellular  or  granular  exudate,  may  remain  between  the  tuberculous 
areas.  Miliary  tubercles  may  be  scattered  among  the  larger  consolidated 
masses  or  in  parts  of  the  lung  otherwise  free. 

In  chronic  forms  of  pulmonary  tuberculosis  the  anthracotic  pigment 
is  often  conspicuous,  particularly  in  the  cheesy  and  fibrous  areas,  stand- 
ing out  in  masses  and  streaks  in  contrast  to  the  new  or  dead  tissue. 
Furthermore,  there  may  be  associated  with  the  lung  lesions  acute  exu- 
dative or  chronic  fibrous  pleuritis  with  adhesions;  or  tuberculous  pleu- 
ritis  of  varying  extent;  empyema  and  pneumothorax.  There  is  nearly 
always  more  or  less  chronic  catarrhal  bronchitis  or  broncho-pneumonia 
and  frequently  bronchiectasia. 

Tuberculous  inflammation  in  the  bronchial  lymph-nodes  frequently 
accompanies  and  often  precedes  the  development  of  pulmonar}'-  tuber- 
culosis. In  children  the  tuberculous  lymph-nodes  often  extend  far  into 
the  lung  and  may  on  softening  give  rise  to  cavities  at  a  considerable 
distance  from  the  hilus  of  the  lung. 

Tuberculosis  in  other  parts  of  the  body  is  common  in  connection  with 
pulmonary  tuberculosis. 

In  all  these  various  processes  new-formed  fibrous  tissue^  not  tuber- 
culous in  character,  may  develop,  variously  distorting  the  lungs  and 
sometimes  enclosing  the  tuberculous  areas.  There  is  much  reason  for 
the  belief  that  the  characteristic  so-called  tubercle-tissue  formation  in  all 
phases  of  tuberculosis  is  a  response  of  the  living  cells  to  injury,  which  as 
in  other  phases  of  inflammation  is  fundamentally  conservative  (see  p. 
lOG).  But  whether  this  be  so  or  not,  it  is  certain  that  it  is  through  the 
development  of  fibrous  tissue,  which  is  so  important  a  feature  in  persist- 
ent phases  of  pulmonary  tuberculosis,  that  the  delimitation  or  replace- 
ment of  tuberculous  foci,  the  encapsulation  of  tuberculous  cavities,  etc., 
occur.  While,  therefore,  fibrous-tissue  formation  in  the  lung  is  fre- 
quently associated  with  the  necrotic  and  other  destructive  tuberculous 
lesions,  and  is  often  a  very  conspicuous  factor,  it  should  be  remembered 
that  the  healing  which  takes  place  in  the  majority  of  cases  in  man  after 
moderate  infection  is  achieved  through  its  agency. 
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It  is  especially  upon  the  presence  or  absence  of  fibrous  tissue  in  the 
lesions  that  the  distinction  between  acute  and  chronic  phthisis  is  based. 

It  will  be  seen  from  this  brief  outline  of  various  prominent  phases 
of  pulmonary  tuberculosis  that  the  gross  appearances  of  the  lungs  are 
most  diverse,  although  the  processes  by  w^hich  these  changes  are  induced 
are  few  and  comparatively  simple.  While  no  two  lungs  are  quite  simi- 
lar in  the  complex  phases  of  the  lesion,  systematic  gross  and  micro- 
scopical examinations  soon  enable  the  student  to  recognize  the  type  of 
lesion  under  great  complexity  of  detail. 

Thk   Distribution   of   thk   Lksions   in    Pulmonary   Tuberculosis. 

Aside  from  general  miliary  tuberculosis  in  which  the  tubercles  are 
widely  distributed  throughout  one  or  both  lungs,  the  most  common  seat 
and  starting-point  of  tuberculous  lesions  in  adults  is  the  apical  region  or 
the  depth  of  the  lung,  particularly  the  right,  somewhat  below  the  apex.* 
In  children,  the  tuberculous  process  more  frequently  commences  in  the 
bronchial  lymph-nodes  (Plates  111.  and  XL). 

From  the  apex  the  tuberculous  process  may  extend  downward,  and 
with  various  forms  of  lesions  involve  more  or  less  of  the  lungs.  It  is 
common  to  find  at  autopsies  older  fibrous  lesions  alx)ut  the  apices  while 
marks  of  more  active  processes  are  to  be  seen  below  (Plate  XII.).  In  a 
consideral)le  percentage  of  bodies  examined  at  autopsies,  small  and  often 
healed  tuberculous  foci  are  found  at  the  apex  or  in  the  bronchial  lymph- 
nodes  without  evidence  of  extension  of  the  process. 

Concurrent  Infection  in  Pulmonary  Tuberculosis. 

While  it  has  been  definitelv  established  that  tubercle  bacilli  are  the 
excitants  of  both  the  productive  and  exudative  forms  of  tuberculous 
inflammation,  these  bacilli  are  not  infrequently  associated  in  pulmonary 
tuberculosis  with  other  organisms,  especially  with  the  Streptococcus  and 
Staphylococcus  pyogenes,  with  Diplococcus  lanceolatus,  and  the  influenza 
bacillus. 

There  is  reason  to  believe  that  in  manv  cases  at  least  the  concurrent 
infection  of  tuberculous  lungs  with  the  Streptococcus  pyogenes  may  be  an 
important  factor  in  the  formation  of  cavities  in  areas  of  consolidation 
already  established.*  The  pyogenic  cocci  apparently  play  an  important 
part  in  the  V)ronchitis  which  so  often  accompanies  acute  and  chronic 
phthisis. 

Bacteria^mia  has  been  shown  to  exist  in  a  certain  proportion  of  cases 
of  active  progressiv3  pulmonary  tuberculosis,  but  in  many  such  cases 
the  blood  is  sterile.' 

*  For  a  HugKcstivo  consideration  of  apical  xiilnerability  see  fIuichin«on,  "Studies  in  Hu- 
man an<i  (Comparative  Pathology/    1901,  p.  81. 

*  For  bibiiojjjraphy  of  concurrent  infection  in  tuberculoKis  see  Lartigau*8  article  on  the 
bacterioloK.v,  patholofj^y,  and  etiology  of  tuberculosis,  *'  Twentieth-Century  Practice  of 
Me<licine,"  vol.  xx. :  also,  for  si>ecial  bibliography  of  concurrent  infection  in  pulmonary 
tuberculosis  see  Marfan,  Rouchani  and  Hrissaud's  "  Trait<^  de  M<^<Iecine,"  t.  vii.,  p.  234,  1901. 

'  For  a  study  of  bacteria>mia  in  pulmonary  tuberculosis  sc<?-  Jochmann,  I)eut.  Arch.  f. 
klin.  Med.,  Bd.  Ixxxiii.,  p.  55S.  IfH)'). 
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The  advancing  tubetculous  involvement  of  the  walla  of  the  larger 
bronchi  in  the  upper  lob«  b  associated  with  ulceration,  so  that  the  bron- 
chiectatic  cavities  gradually  become  larger.  In  Ihe  upper  portion  of  the 
upper  lobe  there  is  diffuse  consolidation  with  caseation ;  the  lower 
portion  of  the  lobe  shows  miliary  tubercles  and  partiaj  consolidation  of 
the  lung  about  them  by  exudate. 

The  lower  lobe  is  free  save  for  a  few  scattered  tubercles.  The 
blood-vessels  are  injected  with  blue  so  that  Ihe  uninvolved  portions  of 
the  lung  are  dark. 


I 
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Artificial  Pulmonary  Tuberculoaia  in  Animals. 

Much  light  may  be  gained  upon  the  auccesaive  steps  in  the  development  of  the 
leeions  of  pulmonary  tutterciilosis  as  well  as  upon  the  rapidity  with  which  in  a  suscepti- 
lilc  animal  the  lesion  may  develop,  by  the  study  of  the  tubcrculosie  artiHcially  induced 
in  rabbits  with  pure  cultures. 

By  the  injection  of  tubercle  bacilli  alone  and  associated  with  streptococci  into  the 
lungs  of  rabbits  through  the  trachea,  it  has  lieen  possible  to  reproduce  very  closely  the 
lesions  of  pulmonary  tuberculosis  in  man.' 

If  a  small  (|uantity  of  a  pure  culture  of  the  tubercle  bacillus  in  very  minute  flocculi 
be  mixed  with  a  considerable  quantity  of  salt  solution  and  introduced  into  the  lungs 


MVa     I-NFLAKUATION 

iAHDlT. 

Large  areas  of  solidification  in  the  lung 

Iwenty-cight  days  after  Ihe  injection  through 
the  traclica  of  a  conBiderable  quantity  of  a 
pure  rulture  of  the  tubercle  bacillus.    The  le- 


).  373. — E:<prRIMENTAL  Tdbebcuwh-'s 


after  the  injocrion  through  the  trachea  of 
a  small  quantity  of  broth  culture  of  Ihe 
lubercle  bacillus. 


of  rabbits  through  the  trachea,  a  number  of  small  areas  of  consoUdation  are  produced 
..1«Hcli  have  the  gross  appearance  of  miliary  tubercles  (Fig.  373).  These  small  areas  of 
cansoliilation  are  eompoeed  of  epithelial  cells  and  leucocytes.  After  the  lievelopmcnt 
of  these  cell  masses,  which  may  occur  within  a  few  hours,  they  may  remain  with  little 
apparent  chatige,  or  become  more  or  less  infiltrated  with  leucocytes,  or  become  cheesy, 
'  Pruddrn,  New  York  Med.  Jour.,  July  7th,  1894. 
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or  be  surrounded  by  a  dense  lonc  of  small  sphcroiijal  cells;  o 
with  more  or  less  exudate,  and  neemeis.  may  form. 

When  largcrtguantitiesof  the  tubercle  bacillus  arc  introduced  into  the  lungs  through 
the  trachea,  large  areas  of  consoUdation  arc  formed  (Fig.  374),  which  may  involv« 
whole  lobes  or  whole  liinj^. 

Microscopically,  these  consoII<late<l  areas  are  practically  identical  with  those  which 
are  found  in  man  in  various  forma  of  tuberculous  bronrho- pneumonia.  A  later  fibrous- 
tissue  development  may  occur,  and  blooi I- vessels  may  be  obliterated. 

In  the  presence  of  the  tubercle  I>acillu8  alone  the  eonsoUdated  and  caseous  areas 
rarely  woflen  and  break  down  so  as  to  form  cavities.  If.  however,  after  the  tubercu- 
lous lesion  of  the  lung  has  been  in- 
duceil  and  allowed  to  eontiuue  for  a 
number  of  days,  a  culture  of  Strep- 
tococeus  pyof^nes  be  introduced 
intothc  trachea  of  Che  rabbit,  witlun 
twenty-four  hours  the  caseous  areas 
often  l>egin  to  soften.  The  soften' 
inK  tuny  be^^n  at  the  centre,  or  may 
surroimd  a  central  portion  of  the 
necrotic  mass.  The  softening  is 
aoon  followed  by  absorption,  and 
so  cavities  arc  formevl  of  vaiyiDg 
sizes  and  shapes  (Fig.  375). 

It  will  thus  be  seen  that  in  the 
rabbit  a  concurrent  infection  with 
the  tubercle  bacillus  and  the  strep- 
tococcus lias  an  important  bearing 
upon  the  breaking  down  of  lung 
liKsiie  which  leads  to  the  formation 
of  cavities.  While  it  would  not  be 
wise  to  assume  from  these  experi- 
menis  on  the  rabbit  that  a  similar 
con<liiion  is  always  present  when 
cavities  form  in  man,  we  have  seen 
that  in  fact  a  slmiUu'  concurrent  in- 
fection in  man  in  acute  phthisis 
actually  does  often  exist. 

Syphilitic  Pneumonia. 

Persons  suffering  from  in- 
herited or  acquired  syphilis 
sometimes  develop  inflamma- 
tions of  the  lunRH  which  seem 
to  be  due  to  the  syphilitic  in- 
fection. The  lungs  may  then 
l)e  affected  in  several  different 


n  ronsktirablc  ftiian- 
tity  of  tub.Trlp-lMn'illiis culture  Ihmiigh  X\w  Irncliea, 
followcil  after  Iwi'iity-right  iIava  by  the  injpclti>n 
of  the  brodi  cultiirx-  of  the  Strcptcwoccus  pyoge- 
ne*.     .\niinnl  killrd  wvcn  (inj-»  utier  the  utrcplr)- 

of  cin^ilidntion  with  cavitieii.     The  Iwions  resem- 
ble tliosc  of  anile  pl.tliUis  n-itli  cavities  in  man. 


Thei-e  may  be  well-defined 
large  or  small  gummata  with 
orwitluiutiritcrstitiiil  and  more  or  lej?s  exudative  pneumonia.  There  may 
be  a  fornuitiiin  uf  new  fibrous  tis.sue  in  the  walls  and  hing  tissue  about  the 
bronchi,  often  with  ulceration  of  the  mucous  membrane  and  distortion  of 
these  struct  ures.  There  may  be,  particularly  in  the  new-born,  lobular  or 
lobar  hepatization,  the  affected  region  appearing  reddish  or  gray  or  white. 


Pathology — Delafield  and  Prudden. 


Plate  X. 


Pulmonarj-  Tuberculosis — Exudative  Type — with  Large  Cavities. 

The  entire  lung  is  .solid  from  new -formed  tubertle  tL-^suu  and  uxudale  which  are  both 
gely  in  a  condition  of  coagulatiun  necrosis. 

The  thickened  trunks  of  the  larger  pulmonaty  vessels  are  exposed  in  the  depths  of 
!  wgged  communicating  cavities. 

Tais  lung  was  hardened  in  alcohol  without  injection  of  the  blood-vesiels. 
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This  is  due  to  a  growth  of  new  cellular  tissue  in  the  walla  of  the  air 
spaces  and  to  an  exudate  largely  of  epithelial  cells  in  the  air  spaces.  In- 
farctions of  the  lung  from  obliterating  endarteritis  may  be  present.  It 
is  often  difficult  to  determine  in  many  cases  of  interstitial  inflammation 
of  the  lungs  whether  the  lesion  be  syphilitic  or  not.' 


TITKOItS. 

Fibroma  and  osteoma  are  rare.     Enchondrotna  may  occur  as  a  pri- 
mary tumor  originating  in  the  cartilages  of  the  bronchi.     Sarcoma  ia  not 


176.— SECOODAHt    C'AHCINQMA  Ol'   THE    LUNO. 

Tlic  pritnnry  Itimor  involved  this  gall-ductg,  liver,  and  pani 

llic  lung  Kcre  in  part  white,  in  part  dark  red  from  interstitial  ho-'morrliage. 

common  and  is  usually  secondan.-.'     "Lymphoma"  may  develop  in  the 
lungs  in  leukaemia  and  pseudo-leuk:rmia.     Endothelioma  is  of  occasional 

'  For  a  hibliogmphv  of  pulmonary  svphiliB  consult  F/.f/.T>M«o>i,  Cenlralbl,    f.  Patli.,Bd, 
jr.,  p.  449,  ISftO, 

'  For  H  stmlv  of  primarv  sarpoma  of  the  lung  f 
p.  355,  1006 ;  niso  Paler  and  Rhvl,  Arch,  de  mM. 
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occurrence  in  the  liinR,  and.  following  the  subpleural  lymph-vessels,  may 
form  a  reticular  raised  white  network  on  the  surface  of  the  lung  (Figs. 
377  and  •'!78).  Adenoma  as  a  primary  tumor  is  rare.  Primary  carci- 
noma of  the  lung,  originating  in  the  bronchi,  iaof  occasional  occurrence,' 


Fia.  377.— EsmmiKLKiu* 
a  segment  ol  the  costal  pleu 


IP  THE  Plkvk*. 

L,  cuntaining  three  of  the  riba,  i«  a] 


It  may  be  ii.isociated  with  exudative  pneumonia  and  involve  large  por- 
tions iif  the  lungs  as  well  as  the  pleura.  Secondary  carcinoma  of  the 
lung  is  not  iiifreiiuent.     The  malignant  growths  in  the  lung  may  occur 


r  along  the  superficial  Ij-mph-veswU. 

as  eirrumscribed  nodular  masses,  di.splacJng  the  lung  tissue  {Fig.  376), 
or  they  may  infiltrate  the  lung,  often  following  the  bronchi  and  larger 
blood- ves.seld.     The  cells  of  such  tumors  often  grow  into  and  fill  up  the  air 

'  SvcPHtula;  Virch.  Arcli.,  IW.  cxlv.,  p.  IBI,  1896,  bibl. 


Pathology — Delqfield  and  Prudden. 


Pulmonary  Tuberculosis  (Chninic),  with  Largu  Cavities. 

The  ragged  cnm[iiiiiiii.'aling  cavities  involve  a  large  part  nf  the  lung  and  aie  bionchiec- 
Utic  in  origin.  The  bronchial  lymph-nodes  are  enlaiged,  tuberculous,  and  caseous.  The 
pleuia  and  interlobar  septum  are  thickened  by  the  formalton  nf  denne  fibrous  tissue. 


Pathology — Delafietd  and  Prudden 


Chronic  Puliiuinary  Tuberculosis  with  a  Fibrous- Walled 
Cavity  at  the  Apex. 
The  fibrous  nail  of  the  lavity  is  denst  and  Ls  continuous  with  the 
greatly  thickened  pleura  and  with  the  diffuso  new-formed  connective 
tissue  throughout  the  upper  lobe.  The  upper  lobe  i-i  greatly  reduced  in 
size  by  the  cicatricial  contraction  of  the  fibrous  tiE^sue.  Ilie  loner  lobe 
shows  two  areas  of  tuberculous  consolidation ;  both  are  caseous  in  the 
central  portions ;  the  upper  shows  commencing  tuberculous  bronchiec- 
taaia.     The  npper  part  of  the  Hbrous  wall  of  the  cavity,  tirmly  adherent 


o  the  thoracic  wall,  has  been  ci 
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spaces  of  the  lung,  over  large  areas,  without  immediate  involvement  of 
their  walls.* 

Dermoid  cysts  have  been  found  in  the  lung. 

THE  MEDIASTIKXJM. 

Inflammation. — Suppurative  inflammation  may  occur  either  in  the  anterior  or 
posterior  mediastinum.  It  may  be  caused  by  fractures,  caries  or  necrosis  of  the  ster- 
num and  vertebrae,  by  perforation  of  the  oesophagus,  by  suppuration  of  the  lymph- 
nodes,  or  by  pleurisy,  or  may  occur  without  discoverable  cause. 

The  pus  may  infiltrate  the  connective  tissue,  or  may  form  abscesses  which  may 
attain  a  large  size.  The  inflammation  may  extend  to  the  pleura  or  the  pericardium, 
the  abscesses  may  displace  the  heart,  the  lungs,  or  the  sternum;  or  they  may  f>erforate 
through  the  skin,  into  a  pleural  cavity,  the  oesophagus,  the  trachea,  or  a  bronchus.* 

A  few  cases  of  chronic  inflammation  of  the  tissues  of  tlie  mediastinum  have  been 
reported — chronic  mediastinitis.' 

TuMOR-s. — The  most  common  form  of  new  growth  in  the  mediastinum  is  that 
known  by  the  names  of  lymphoma,  lymphosarcoma,  and  lymph-adenoma. 

These  tumors  are  confined  to  the  mediastinum,  or  they  are  associated  with  similar 
growths  in  other  parts  of  the  body  in  the  disease  called  "pseudo-leukaemia."  Persons 
between  the  ages  of  twenty  and  thirty  years  seem  to  be  the  most  liable  to  the  growth, 
but  it  is  also  not  uncommon  in  children. 

It  begins  in  tlie  lymph-nodes  in  the  mediastinum,  and  at  the  root  of  the  lung. 
It  increases  at  first  slowly,  then  more  rapidly,  and  gradually  infiltrates  the  adjoining 
tissues.  In  this  way  the  walls  of  the  trachea,  bronchi,  and  aorta,  the  pericardium,  the 
pleura,  and  the  lung,  become  infiltrated  with  compression  of  the  surrounding  organs. 

The  growth  is  composed  of  a  fibr6us  stroma  associated  with  small  round  cells,  the 
relative  quantity  of  cells  and  stroma  varying  in  the  different  cases. 

Besides  this  form  of  tumor  there  may  also  occur  in  the  mediastinum  tumors  similar 
to  those  which  grow  in  tlie  pleura  and  behind  the  peritoneum — tumors  which  resemble 
both  the  sarcomata  and  carcinomata,  and  which  it  is  difficult  to  classify.  Aberrant 
thyroid-gland  tissue  may  be  found  in  the  mediastinum. 

Complex  tumors  belonging  among  the  foetal  inclusions  or  teratomata  are  of  occa- 
sional occurrence  in  the  anterior  mediastinum.^  They  may  contain  bone,  caililage,  con- 
nective tissue,  muscle,  hairs,  skin,  etc.  Cysts  sometimes  lined  with  ciliated  epithelium 
may  form  in  such  tumors.* 

The  Pleura. 


Non-inflammatory  accumulations  of  clear  serum  in  the  pleural  cavi- 
ties are  of  frequent  occurrence.  They  occur  under  conditions  similar 
to  those  which  lead  to  dropsy  in  other  parts  of  the  body — lesions  of  the 
heart,  liver,  and  kidneys,  and  changes  in  the  circulation  and  in  the  com- 
position of  the  blood. 

If  the  amount  of  serum  be  large  it  may  compress  the  lower  lobes  of 
the  lun^s. 

'  For  a  consideration  of  the  diagnosis  of  malignant  tumors  of  the  lung  consult  Adler, 
New  York  Med.  Jour.,  Feb.  fttk  aad  I5th,  1896,  bibl. 

'  For  tuberculous  lesions  of  the  tracheo-bronchial  l>Tnph-nodes  s€»e  reference,  p.  543. 

'  Whipham,  Lancet,  1899,  vol.  i.,  pp.  882,  947.  bibl.' 

*  See  Mnndlebaum,  Am.  .Jour.  Med.  Sciences,  vol.  cxx.,  p.  64,  19()0. 

'Consult  Hare,  "Tumors  of  the  Mediastinum,"  Phila.,  1889:  also  Zahn,  Virchow's 
Archiv,  B<1.  cxliii.,  pp.  170  and  416,  1896;  also  Lohrisch,  Lubarsch  and  Ostertag's  "  Er- 
gebni.Hse,"  Jalirg.  vii.,  1900-1901,  p.  912,  bibl.;  also,  for  a  stu*iy  of  dermoid  cysts  of  the 
mediastinum,  see  Morris,  Med.  News,  vol.  Ixxxvii.,  pp.  404,  4.38,  494.  5.38,  1905. 
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HYDRO-PNETJMOTHORAX— PYO-PNEXJICOTHORAX. 

The  presence  of  air  in  the  pleural  cavities  is  usually  associated  with 
ft  serous  or  purulent  exudate.  It  may  occur  as  the  result  of  perforation 
of  the  lunp,  from  rupture,  from  ulceration  of  tuberculous  lesions  at  the 
pleural  surfaces,  from  injuries  to  the  chest  wall,  perforation  of  the  dia- 
phragm by  suppurative  or  cancerous  lesions  of  the  <i?sophagus,  stomachy 
or  intestine,  as  well  as  in  a  variety  of  other  conditions.  Gas  may  form 
in  the  pleural  cavities  in  infection  by  the  Bacillus  aerogenes  capsulatus.* 

HJEMORBHAGE. 

Subpleural  ecchymoses  may  occur  in  asphyxia  or  during  infectious 
diseases  or  intoxications.  More  extensive  extravasations  of  blood — 
hemothorax — may  be  the  result  of  injuries  to  the  wall  of  the  thorax  or 
the  rupture  of  aneurism. 

Hflemorrhagic  Exudates  arc  usually  associated  with  tul)erculous  in- 
flammation of  the  pleura  or  with  infarctions  of  the  lungs,  carcinoma,  or 
injuries,  infectious  diseases,  or  cirrhosis  of  the  liver. 

INFLAMMATION.     (PleuritU,  Pleurisy.) 

• 

Inflammation  of  the  pleura  may  occur  as  an  independent  lesion,  but 
it  is  commonly  associated  with  pathological  processes  in  the  lungs,  peri- 
cardium, abdomen,  or  chest  wall.  It  may  be  exudative  in  character, 
usually  associated  with  more  or  less  proliferation  of  the  mesothelial 
('*  endotheliar)  and  connective-tis.sue  cells,  or  it  may  be  productive 
with  the  formation  of  new  connective  tissue.  These  phases  of  inflamma- 
tion may  be  associated.  Through  the  production  of  new  connective  tis- 
sue, repair  of  the  acute  inflammatory  lesion  is  commonly  effected.  In 
the  exudative  forms  of  pleurisy  the  exudate  may  consist  of  fibrin,  or  of 
serum  and  fibrin,  or  of  serum  with  fibrin  and  pus. 

Simple  Fibrinous  Pleurisy  (Dry  Pleurisy;  Plcuritis  Sicca). — This  may 
involve  circumscribed  areas  of  the  costal,  mediastinal,  diaphragmatic, 
or  pulmonary  pleura,  loss  frequently  the  entire  pleura  of  one  side  of  the 
chest.  The  affected  poitions  of  pleura  are  dull  and  lustreless  and  coated 
with  fibrin,  opposing  surfaces  often  being  joined  by  bands  of  fibrin. 
There  arc  swelling,  degeneration,  proliferation,  and  exfoliation  of  the 
mesothelium,  with  swelling  and  proliferation  of  the  connective-tissue 
cells  beneath.  Exceptionally,  there  is  involvement  of  the  entire  pleura 
of  one  side,  with  the  production  of  such  a  large  amount  of  fibrin  as 
seriously  to  compress  the  lung.^ 

Sero-fibrinous  Pleurisy  (Pleurisy  with  Effusion). — This  is  the  most 
common  form  of  pleurisy.     As  a  rule,  it  involves  the  greater  part  of  the 

*  For  ft  studv  of  pnotimothomx  ^q  Knu^rfttfif  Johns  Hopkins  IIosp.  Rep.,  \'ol.  xi.,  p.  1, 
1903. 

'  I'or  ft  study  of  tlu'  origin  of  fibrin  ami  ftdlioMions  of  the  s«»roii8  membranes  consult  Heim, 
Virch.  Arch.,  Hd.  irlx.,  p.  305,  10(H) ;  also  (imjlord.  Jour.  Kxp.  MwL,  vol.  iii.,  p.  1,  1808,  bibl. 
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pleura  of  one  side  of  the  chest.  Sometimes,  however,  the  pleura  of  both 
sides  of  the  chest  is  involved,  and  then  the  pericardium  also  is  often 
inflamed. 

While  the  inflammation  is  in  progress  the  surface  of  the  affected  pleura 
is  coated  with  fibrin,  and  bands  of  fibrin  stretch  between  the  parietal  and 
pulmonary  pleura.  In  the  pleural  cavity  is  serum  in  variable  quantity. 
This  serum  is  clear,  or  turbid  from  the  presence  of  exfoliated  mesothe- 
lium,  leucocytes,  and  flocculi  of  fibrin  or  red  blood  cells.  The  lung  is 
compressed  in  different  degrees  and  positions,  according  to  the  quantity 
of  the  serum  and  the  character  of  the  adhesions.  The  heart  may  also  be 
displaced  by  the  accumulated  exudate. 

The  natural  termination  of  such  a  pleurisy  is  the  recovery  of  the 
patient,  with  thickenings  of  the  pleura  send  adhesions.  The  irregular 
terminations  are:  The  death  of  the  patient,  the  protracted  existence  of 
the  fibrin  and  serum,  and  the  change  of  the  character  of  the  inflamma- 
tion so  that  pus  is  produced. 

If  the  patient  recover,  the  serum  is  absorbed,  the  fibrin  disappears, 
and  repair  is  effected,  as  in  simple  fibrinous  pleurisy,  by  the  formation 
of  granulation  tissue,  which  gradually  becomes  dense  and  cicatricial  in 
character  and  may  remain  as  local  or  general  thickenings  or  firm  adhe- 
sions of  the  opposed  pleural  surfaces.  The  lung  may  be  distorted  by 
contraction  of  the  new-formed  connective  tissue.  The  exudates  in  the 
sero-fibrinous  form  of  pleurisy  do  not  usually  infiltrate  the  pleura,  but 
gather  upon  its  surface  and  in  the  cavity. 

The  Excitants  of  Sero-fibrinous  Pleurisy. — Cultivations  from 
the  exudate  give  in  the  larger  proportion  of  cases  negative  results;  but 
the  pneumococcus.  Streptococcus  pyogenes,  Staphylococcus  aureus  and 
albus,  and  the  typhoid  bacillus  have  been  isolated.  When  the  inflam- 
mation of  the  pleura  is  consecutive  to  acute  lobar  pneumonia,  the 
pneumococcus  may  still  not  be  found  in  the  exudate.  The  presence 
of  the  streptococcus  is  frequently  followed  by  the  formation  of  pus. 
The  organisms  named  above  may  be  present  alone  or  in  various  associa- 
tions. Many  cases  with  simple  sero-fibrinous  exudate  prove  on  inocula- 
tion to  be  tuberculous.^ 

Suppurative  Pleurisy  (Empyema). — Suppurative  pleurisy  may  occur 
either  with  or  without  the  formation  of  a  considerable  sero-fibrinous  exu- 
date. The  exudate  may  be  purulent  from  the  beginning,  or  a  sero-fibrin- 
ous exudate  may  assume  this  character. 

The  pleural  cavity  in  empyema  is  partly  or  completely  filled  wuth 
purulent  fluid,  and  the  lung  is  either  compressed  against  the  vertebral 
column  or  partly  adherent  to  the  chest  wall.  Sometimes,  however,  the 
purulent  fluid  is  shut  in  by  adhesions,  either  between  parts  of  the  lung 
and  the  thoracic  wall,  or  between  the  lung  and  the  diaphragm,  or  between 
the  lung  and  the  pericardium,  or  between  the  lobes  of  the  lung. 

The  fluid  in  the  pleural  cavity  is  usually  a  thin,  purulent  serum, 

*  For  a  study  of  the  b%cteria  in  exudative  pleuritic,  with  the  earlier  bibliography,  eonsult 
Prudden,  New  York  Med.  Jour.,  June  24th,  1893.  For  fuller  data  see  NeUer,  Bouchard 
And  Briasaud's  ''Traits  de  M^decine,"  t.  vu.,  p.  399,  1901. 
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composed  of  senim,  pus  cells,  mesothelial  cells,  and  flocculi  of  fibrin; 
but  sometimes  this  fluid  is  thick  and  viscid. 

While  in  children  the  more  or  less  active  suppurative  process  in  the 
pleura  may  continue  for  a  long  time  without  deep  involvement  of  the 
pleura,  in  adults  granulation  tissue  may  form  upon  the  pleura,  which 
thus  becomes  gradually  thickened  and  may  so  remain  for  months  with 
its  inner  vascular  surface  covered  with  pus  and  fibrin.  In  such  cases,  as 
well  as  in  less  chronic  forms,  the  fibrin  fibrils  are  often  swollen  and  co- 
alesce to  form  irregular  homogeneous  or  finely  granular  masses.  Resolu- 
tion may  occur  in  one  region  of  the  pleura  while  the  exudate  in  another 
may  become  encapsulated  by  new-formed  connective  tissue. 

In  old  cases  the  thickening  of  the  pleura  may  be  great  and  it  may 
become  calcified.*  The  perichondrium  of  the  cartilages  and  the  peri- 
osteum of  the  ribs  may  become  inflamed,  with  necrosis  of  the  cartilages 
and  ribs  or  a  production  of  new  hone.  Necrosis  and  gangrene  of  the 
involved  pleura  may  occur  and  putrefactive  process  be  set  up  in  the  exu- 
date. The  suppurative  process  may  extend  from  the  pleura  involving 
adjacent  parts,  such  as  the  fascia?,  the  muscles,  the  skin,  the  diaphragm, 
or  the  lungs.  Thus  the  pus  may  find  an  exit,  through  the  wall  of  the 
thorax,  into  the  peritoneal  cavity  or  into  the  lungs. 

In  inflammation  of  the  pleura  the  process  may  extend  to  the  lymphat- 
ics in  the  interlobular  septa,  around  the  bronchi,  and  around  the  blood- 
vessels. This  interlobular  lymphangitis  occurs  more  frequently  in  chil- 
dren than  in  adults.  The  lymphatics  in  the  interlobular  septa  and  those 
around  the  bronchi  and  blood-vessels  are  distended  with  pus  cells,  the 
septa  are  much  thickened,  and  the  lobules  separated  from  each  other. 

Sero-fibrinous  pleurisy  and  empyema  may  occur  as  complications  of 
infectious  diseases,  such  as  scarlatina,  typhoid  fever,  and  various  forms 
of  septicaemia,  or  by  an  extension  of  an  inflammatory  process  from  such 
adjacent  parts  as  the  pericardium,  lungs,  mediastinum,  etc'  The  vari- 
ous forms  of  pneumonia  are  frequently  associated  with  local  or  general 
inflammation  of  the  pleura. 

Thk  Excitants  of  Empyema. — Streptococcus  pyogenes  is  the  most 
frequent  excitant  of  suppurative  inflammation  of  the  pleura.  Ac- 
cording to  the  statistics  of  Netter  this  organism  has  been  found  in  a 
little  over  forty  per  cent  of  the  cases  examined  of  all  ages.  The  pneu- 
mococcus  has  been  found  in  over  twenty-five  per  cent  of  cases  examined. 
The  streptococcus  and  the  pneumococcus  are  associated  in  a  small  pro- 
portion of  cases.  Of  less  frequent  occurrence  are  Staphylococcus  pyog- 
enes, Bacillus  typhosus,'  Bacillus  coli  communis,  the  gonococcus,  the 
pneumo-bacillus  of  Friedlander,  and  the  influenza  bacillus.  In  empy- 
ema with  fetid  exudate,   various  forms  of  bacteria  may  be  present. 

*  For  a  rraume  of  our  knowledge  of  various  calcifications  in  the  lungs,  and  allied  conditiona 
often  called  "lung  stones,"  consult  Polatllon,  "Les  Pierres  du  Poumon/'  etc.,  Paris,  1891; 
or  Legry,  Arch.  g^n.  de  mM.,  voL  i.,  pp.  337  and  466,  1892. 

*  For  a  study  of  relation  of  ci^sophageal  diverticula  to  empyema  see  Starek,  Arch.  f.  Ver- 
dauuDgskr,  Bd.  vii.,  1901,  p.  1. 

*  Consult  for  cases  and  bibl.  Gordinier  and  Lartigau,  Am.  Jour.  Me<l.  Sci.,  vol.  cxxi., 
p.  43,  1901. 
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While  in  the  adult  the  streptococcus  is  most  ofteji  found  in  the  empye- 
mic  exudate,  in  young  children  the  pneumococcus  is,  according  to  Net- 
ter,*  most  common. 

Chronic  Pleurisy  with  Adhesions. — This  form  of  pleurisy  may  follow 
one  of  the  varieties  of  pleurisy  just  described,  it  may  be  associated  with 
emphysema  and  chronic  phthisis,  or  it  may  occur  by  itself. 

After  death  the  pulmonary  and  costal  pleura  are  found  thickened  and 
joined  together  by  numerous  adhesions.  These  changes  may  involve 
only  a  part  or  the  whole  of  the  pleura  on  one  or  both  sides  of  the  chest. 

The  thickened  pleura  is  covered  with  mesothelium;  the  new  connec- 
tive tissue  may  be  very  dense  and  may  contain  few  or  many  cells. 
Blood-vessels  may  be  numerous  and  irregular  in  distribution  or  few  in 
number.  New  lymph-vessels  are  formed  with  the  gro'^^'th  of  the  new 
tissue.^  These,  as  well  as  the  old  lymph-vessels,  may  be  dilated,  forming 
small  cysts. 

Tuberculous  Pleuritis. — Acute  general  tuberculosis  of  the  pleura  is 
usually  secondary  to  tuberculous  inflammation  elsewhere  in  the  body, 
either  in  the  lungs,  which  is  most  common,  or  the  bronchial  lymph-nodes, 
peritoneum,  bones,  etc.,  or  it  may  be  a  part  of  a  general  miliary  tuber- 
culosis. There  may  be  localized  or  widely  disseminated  miliary  tuber- 
cles upon  or  beneath  the  pleural  surfaces,  either  in  direct  association 
with  lesions  beneath  the  pulmonary  pleura  or  apart  from  these  or  upon 
the  costal  pleura.  The  tuberculous  foci  may  be  larger  and  more  diffuse. 
The  minute  characters  of  the  inflammation  are  not  essentially  different 
from  those  found  in  tuberculosis  in  connective  tissue  elsewhere,  but  the 
mesothelial  cells  covering  the  pleura  may  share  largely  in  the  early 
phases  of  the  new  growth. 

If  the  process  be  prolonged,  much  dense  fibrous  tissue  may  be  formed 
in  which  are  miliary  tubercles  in  various  stages  of  coagulation  necrosis, 
or  larger  patches  of  necrotic  tissue  surrounded  by  miliary  tubercles  or 
diffuse  tuberculous  tissue. 

With  acute  types  of  tuberculous  inflammation  of  th§  pleura  more  or 
less  exudate  may  form.  This  may  be  sero-fibrinous,  often  with  very 
little  fibrin,  or,  as  is  frequently  the  case,  it  may  be  tinged  or  deeply  colored 
with  blood.  The  exudate  may  be  purulent.  The  tubercle  bacillus  may 
be  associated  with  other  bacteria,  most  often  with  the  Staphylococcus 
pyogenes  in  the  purulent  exudate. 

Many  cases  of  pleuritis  with  a  sero-fibrinous  exudate  giving  no  growth 
of  bacteria  on  the  ordinary  culture  media  are  found  to  be  tuberculous,  by 
the  inoculation  of  guinea-pigs  with  the  fluid. 

Chronic  Miliary  Tubercles. — Miliary  tubercles  of  the  pleura,  chronic 
in  form,  mostly  composed  of  fibrous  tissue,  with  cheesy  degeneration 
or  calcification,  are  very  common,  and  are  frequently  associated  with 
tuberculous  bronchial  lymph-nodes  without  tuberculosis  in  other  parts 

»  Neiier,  Boucharrl^aml  Bri«Hftud'«  "  Traits'*  4e.  M^deciui?,"  t.  vii.,  p.  445.  1901.  For  a 
study  of  the  wavs  of  infection  of  the  pleura  see  Grober,  Deut.  Arch.  f.  klin.  Med.,  Bd.  lx\aii., 
p.  296,  1900,  bibl. 

*  For  a  study  of  the  formation  of  new  lymph-vessels  in  pleurisy  sec  Guyot,  Ziegler's 
Beitrftge,  Bd.  xxxviii.,  p.  207,  1905. 
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of  the  body.  These  tubercles  are  usually  widely  scattered  over  the  pleura 
and  are  almost  always  associated  with  anthracotic  pigmentation. 

The  dense  fibrous  tubercle  or  the  cheesy  or  calcified  portion  may  be 
seen  as  a  lighter  spot  in  the  pigmented  area  (Fig.  S-Wi).  Such  tuber- 
cles are  sometimes  accompanied  by  minute  cjstic  dUatations  of  the 
lymph-vessels  on  which  they  are  formed. 

These  pleural  tuljercles  develop  along  the  subpleural  lymphatic 
vessels,  or  in  the  areas  of  lymphoid  tissue  or  in  the  minute  subpleural 
lymph-nodes.' 

The  presence  of  these  healed  tubercles,  which  rarely  harbor  stainable 
tuberelc  bacilli,  together  with  the  simultaneous  involvement  and  pig- 
mentation of  the  bronchial  lymph-nodes,  affords  strong  evidence  of  the 
frequency  of  the  direct  infection  of  the  lungs  through  the  respiratory 
passages.  They  arc  formed  along  the  lines  of  lymph  drainage  of  the  lungs 
which  ultimately  enter  the  bronchial  nodes.  Since  in  this  drainage 
inhaled  pigment  particles  and  tul»ercle  bacilli  are  deposited  together,  the 
frequent  association  of  pigmentation  and  tuberculosis  is  comprehen- 
sible. 

Hodenpyl'  has  shown  the  great  frequency  of  these  chronic  pleural 
pigmented  tubercles,  and  Hibbcrt'  Iielievca  that  the  tulierculous  proc- 
ess precedes  the  local  pigmentation  and  furnishes  suitable  canditione 
for  it. 


Fibroma,  sarcoma,  and  endothelioma  may  occur  as  primary'  tumors  of 
the  pleura.  Small,  white,  slightly  projecting,  often  pigmented  eleva- 
tions of  the  pleura,  either  single  or  multiple,  are  common.  These  were 
formerly   regarded  as  mostly  miliary  fibromata.     But  Hodenpyl  and 


Flo.    379. —  EXDOmRI.IOHA    OF   Tl 

HE    LVNO. 

The  prowth  is  in  the  subpleural  Ij-mpli-i-cssela,  wl 

the  fresh  lun([  tiimnsi  a  whilo  raised  network  over  a  co 

lymph- VCWM-Is  in  tin-  cut  are  swn  in  transverse  flection. 

others  have  shown  that  while  some  may  be  fibromata  or  lymphangio- 
mata  or  air  cysts,  they  are  mostly  fibrous  masses  which  replace  or  enclose 
miliary  tubercles.'     Fibroma  and  lipoma  formed  in  the  subpleural  tissues 

'  See  p.  .WJ. 

'  H-dcnput.  Mcll.  Record,  vol.  Iv..  p.  903.  1S99. 
'  RibhfTi,  Deut.  med,  Woch.,   p.  1615,  1006. 
'  9ec  ref.  Hodenpyl,  above. 


THE    RESPIRATORY    SYSTEM  593 

may  encroach  upon  the  pleural  cavity.  Endothelioma  usually  occurs  in 
the  form  of  larger  and  smaller,  flat  or  projecting,  irregular  nodular  masses 
(Fig.  377),  frequently  most  marked  and  extensive  upon  the  costal  pleura 
(Figs.  378  and  379).*  This  as  well  as  other  tumors  of  the  pleura  may 
be  associated  with  an  exudative  pleuritis. 

Carcinoma,  primary  in  the  thyroid,  mamma,  crsophagus,  and  stomach, 
may  invade  the  pleura.  Echinococcus  and  other  cysts  of  the  pleura 
have  been  recorded.^ 

*For  bibliography  of  endothelioma  of  the  pleura  consult  Glockvcr,  Zeits.  f.  Heilkunde, 
Bd.  xWii.,  p.  2()9,  1897. 

*  For  a  description  of  ciliated  cysts  of  the  pleura  see  Zahn,  Virchow's  Arch.,  Bd.  cxliii., 
p.  170,  1896. 
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CHAPTER  VII. 

THE    DIGESTIVE    STSTEM. 
The  Mouth. 

KalformatioxiB. 

Malformations  of  the  lips  and  cheeks  are  usually  associated  with  defective  format 
tion  of  the  bones  of  the  mouth.  The  entire  process  Ls  generally  due  to  an  arrest  of  de- 
velopment or  a  failure  of  the  branchial  arches  to  fuse  normally  (see  Figs.  177  and  179). 

1.  The  lower  jaw  Is  absent;  the  upper  jaw  and  hard  palate  are  small  and  Imper- 
fectly formed ;  the  temporal  bones  nearly  touch  In  the  median  line.  The  lower  part  of 
the  face  Is,  therefore,  wanting;  the  mouth  Is  absent,  or  small  and  closed  posteriorly; 
the  tongue  Is  absent.     Such  a  malformation  Is  rare;  the  fcetus  Is  not  viable. 

2.  The  face  remains  In  Its  early  foetal  condition  of  a  large  cleft;  the  mouth  and  nose 
form  one  cavity;  the  orbits  may  he  united  In  the  same  cavity.     The  foetus  Ls  not  viable. 

3.  There  Ls  a  cleft  In  the  upper  lip,  upper  jaw,  and  hard  palate.  The  cleft  corre- 
sponds to  the  point  of  junction  of  the  processes  of  the  superior  maxilla  with  the  Inter- 
maxillary bone.  There  may  be  one  cleft  or  two,  one  on  either  side  of  the  Intermaxillary 
bone.  The  cleft  Involves  the  lip  alone, — harelip  (Fig.  178) — or  the  Up  and  superior 
maxilla,  or  the  lip.  maxilla,  and  palate.  There  may  be  a  single  or  a  double  cleft  In  the 
palate,  and  the  cleft  may  Involve  either  the  hard  or  soft  palate,  or  both.  If  there  are 
two  clefts  of  the  lip  and  maxilla  the  portion  of  lip  and  lx)ne  between  them  may  be 
small,  or  entirely  absent  so  as  to  leave  a  large  open  space.  The  soft  palate  may  be  en- 
tirely absent.     This  Ls  a  common  malformation  and  does  not  endanger  life. 

4.  Rarely  there  Ls  a  cleft  Involving  the  middle  of  the  lower  lip,  and  sometimes  ex- 
tending Into  the  Inferior  maxilla. 

5.  Either  the  Inferior,  or  the  superior,  or  both  maxillary  bones  may  be  abnormally 
small. 

6.  The  edges  of  the  lips  may  be  partly  or  completely  joined  together.  The  open- 
ing of  the  mouth  may  be  only  a  round  hole. 

7.  The  lips  may  be  absent  or  Imperfectly  developeil. 

8.  The  comers  of  the  mouth  may  be  prolonged  by  clefts  in  the  cheeks  nearly  to  the 
ears. 

INFLAMMATION.     (StomatitU.) 

Catarrhal  Stomatitis  is  most  frequent  in  children  and  occurs  with  a 
great  variety  of  local  and  general  disturbances. 

During  life  the  congestion  and  swelling  of  the  mucous  membrane  may 
be  well  marked  and  there  are  often  white  patches,  produced  by  the  death 
of  the  superficial  epithelial  cells.  There  may  be  an  increased  production 
of  mucus,  or,  instead  of  this,  the  entire  mucous  membrane  is  unnaturally 
dry.  In  addition  to  hyperaemia  and  local  (rdema  there  may  be  prolifer- 
ation, exfoliation,  and  degeneration  of  the  epithelium. 

Extravasated  leucocytes  may  infiltrate  to  a  moderate  degree  the 
stroma  of  the  mucous  membrane  and  appear  upon  its  surface.  Small, 
clear  vesicles  may  form  beneath  the  epithelium  from  the  collection  of 
serous  exudate. 
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Croupous  Stomatitis  is  incited  by  local  irritants,  by  local  infection,  or 
by  the  extension  of  the  same  form  of  inflammation  from  the  pharynx;  it 
frequently  occurs  with  diphtheria  and  other  infectious  diseases. 

Portions  of  the  mucous  membrane  are  swollen  and  congested,  and 
covered  with  a  false  membrane.  This  false  membrane  is  composed  of  a 
thickened  layer  of  epithelium  in  the  condition  of  coagulation  necrosis, 
and  of  fibrin  and  pus  in  variable  relative  quantity.  The  stroma  of  the 
mucous  membrane  may  be  infiltrated  with  pus  and  fibrin,  and  portions 
of  it  may  become  necrotic. 

Aphthous  Stomatitis. — In  this  condition  small  whitish  projecting 
patches  surrounded  by  a  zone  of  hyperaemia  may  form  upon  the  mucous 
membrane.  These  consist  of  a  more  or  less  fibrinous  exudate  beneath 
the  epithelium  which  may  exfoliate,  leaving  small  ulcers. 

Ulcerative  Stomatitis. — This  form  of  stomatitis  is  apt  to  occur  in  ill- 
nourished  children  or  in  young  adults,  in  scurvy,  or  in  mercurial  poison- 
ing. It  usually  begins  at  the  margin  of  the  gums  of  the  lower  jaw  and 
extends  to  the  cheeks  and  tongue.  The  affected  parts  are  swollen  and 
coated  with  a  grayish,  soft  pellicle  composed  of  bacteria  and  necrotic  tis- 
sue. The  gums  may  be  destroyed  around  the  teeth,  and  these  may  fall 
out.  The  surrounding  soft  parts  are  swollen,  and  there  may  be  necrosis 
of  the  jaws. 

In  Noma  or  Gangrenous  Stomatitis  similar  changes  may  be  associated 
with  extensive  gangrenous  destruction  of  the  cheeks.  This  most  often 
occurs  in  young  children  in  connection  with  measles,  scarlatina,  or  ty- 
phoid fever.  It  has  been  claimed  that  a  special  micro-organism  is  the 
excitant  of  this  disease,  but  this  has  not  yet  been  proven. 

Thrush.  (Soor;  Parasitic  Stomatitis.) — In  ill-nourished  children  or  in 
adults  suffering  from  chronic  disease  a  fungus  related  to  the  yeasts — 
(ndium  albicans — may  grow  among  the  epithelial  cells  of  the  mouth,  form- 
ing white  membranous  patches.  These  may  involve  large  areas  of  the 
mouth  and  pharynx  and  extend  to  the  oesophagus  or  upper  respiratory 
passages. 

Phlegmonous  Stomatitis. — Exudative  inflammation  of  the  mouth  may 
result  from  infected  wounds,  in  connection  with  erysipelas  or  suppura- 
tive or  other  infectious  process  near  the  mouth.  Various  pyogenic  bac- 
teria may  be  its  excitants. 

Chronic  Stomatitis. — This  may  follow  acute  catarrhal  or  other  inflam- 
matory processes,  and  may  be  due  to  persistent  irritation — for  example, 
from  the  use  of  tobacco.  Owing  to  hyperpljisia  of  the  epithelium  and 
submucous  tissue,  white  patches  of  varying  extent  may  form  on  the 
tongue  or  elsewhere — leucoplakia  huccalis.  These  through  excessive  in- 
crease in  the  epithelium  may  project  in  wart-like  form  from  the  surface 
— ichthyosis. 

Tuberculous  Stomatitis  commences  with  the  formation  of  miliary 
tubercles  or  of  larger  tuberculous  masses  in  the  stroma  of  the  mucous 
membrane.  These  masses  soon  degenerate,  soften,  and  form  ragged 
ulcers. 

Syphilitic  Stomatitis. — As  a  result  of  syphilis  there  may  he  produced 
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either  the  so-called  mucous  patches  or  gummy  tumors.  In  the  mucous 
patches  the  epithelial  layer  is  at  first  thickened  and  the  papillse  of  the 
stroma  are  swollen  and  infiltrated  with  cells  (see  Fig.  163,  p.  265  and 
Fig.  164,  p.  266).  This  may  be  followed  by  desquamation  of  the  epithe- 
lium and  ulceration. 

TUMORS. 

Fibroma,  lipoma,  and  enchondroma  have  been  seen  in  a  few^  cases  in 
the  lips.  When  they  appear  in  the  mouth  they  usually  grow  from  the 
bones. 

Papilloma  occurs  most  frequently  at  the  edges  of  the  lips,  but  is 
also  found  on  the  gums,  the  floor  of  the  mouth,  and  the  cheeks.  They 
are  formed  of  hypertrophied  papilla*,  covered  with  thickened  epidermis. 
They  often  ulcerate.  Angioma,  either  congenital  or  developed  after 
birth,  occurs  in  the  lips.  Adenoma  may  be  formed  in  the  mucous  mem- 
brane covering  the  mouth,  lips,  and  soft  palate.  The  tumors  are  rounded, 
usually  small,  sometimes  as  large  as  a  hen's  egg.  They  may  be  situated 
in  the  thickness  of  the  mucous  membrane,  or  project  in  a  polypoid  form. 

Carcinoma  is  of  frequent  occurrence  and  is  usually  of  the  epithelioma- 
tous  form.  Such  tumors  may  form  at  any  part  of  the  mucous  membrane 
of  the  mouth,  but  often  begin  in  the  edge  of  the  lower  lip  as  a  result  of 
persistent  irritation,  as  in  pipe  smokers. 

They  may  originate  in  an  ulcerating  papilloma,  or  as  a  fiat,  super- 
ficial growth  from  the  deeper  layers  of  the  epithelium,  or  as  deep  nod- 
ules starting  in  the  mucous  glands.  They  are  composed  of  large  masses 
of  epithelial  cells,  closely  packed  together,  often  forming  nests,  and 
arranged  in  anastomosing  tubular  masses.  The  stroma  surrounding 
these  masses  is  infiltrated  with  cells.  In  a  few  cases  the  infiltration  of 
the  stroma  with  small  round  cells  may  be  very  marked,  so  marked  that 
the  epithelial  growth  may  be  obscured.  The  new  growth  may  increase 
in  size,  ulcerate,  infiltrate  the  adjacent  tissues,  and  may  give  rise  to 
metastatic  tumors. 

Cysts. — Dermoid  cysts  and  cysts  of  the  embrj'onal  branchial  clefts 
may  involve  the  mouth.  Simple  cysts  may  form  in  the  jaws  from  aber- 
rancies  in  the  development  of  the  teeth.  For  a  description  of  the  so- 
called  adamantinoma  see  p.  ;^90.  Complex  congenital  tumors  of  the 
gums  are  of  rare  occurrence,  apparently  arising  in  some  congenital 
anomaly.* 

The  Tongue. 

Malformations. 

Ab«ence  of  the  tongue  may  be  as.sociated  with  the  extreme  defect*  of  development 
of  the  face  already  mentioned. 

The  anterior  portion  of  the  tongue  may  l)e  absent  while  its  base  remains.  The 
lower  jaw  Ls  then  small.     The  tonpue  may  be  cleft  or  lobulatcl. 

It  may  be  partly  or  completely  adherent  to  the  floor  of  the  mouth.     The  frenulum 

*  For  n  study  of  such  complex  tumors  of  the  mouth  see  Schorr.  Ziegler's  Beitr.,  Bd. 
xxxix. ,  p.  82,  1906. 
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may  be  abnormally  short,  or  may  extend  to  the  tip  of  the  tongue.  In  rare  cases  she 
sides  of  the  tongue  are  adherent,  or  its  upper  surface  may  be  adherent  to  the  roof  of  the 
mouth. 

HYPERTROPHY    AND    INFLAMMATION. 

Macroglossia,  or  hypertrophy  of  the  tongue,  is  almost  always  a  con- 
genital lesion,  and  is  especially  common  in  cretins.  The  tongue  may  be 
so  large  that  it  protrudes  through  the  lips.  The  lips  may  also  be  simi- 
larly enlarged.  There  is  hyperplasia  of  the  fibrous  and  other  tissues  of 
the  tongue,  and  in  addition  to  this  there  may  be  a  dilatation  of  the  lym- 
phatic vessels. 

Inflammations  of  the  tongue — glossitis — may  be  associated  with  sim- 
ilar changes  in  the  mouth,  or  may  occur  by  themselves.  In  catarrhal 
inflammation  the  accumulation  of  epithelium  may  give  rise  to  the 
''furred  tongue. '^  Most  of  the  inflammatory  processes  above  indicated 
as  occurring  in  the  mouth  may  affect  the  tongue  also. 

TUMORS. 

Cysts. — The  most  common  forms  of  cysts  are  the  sacs  beneath  or  partly 
in  the  substance  of  the  tongue — ranula.  They  are  formed  by  dilata- 
tion of  the  ducts  of  the  mucous  glands,  or  of  the  submaxillary  and  sub- 
lingual glands.     Amyloid  tiunors  of  the  tongue  have  been  reported.* 

Lipoma  and  fibroma  are  rare.  They  form  nodules  in  the  substance 
of  the  tongue  or  project  in  a  polypoid  form.  Composite  tumors,  com- 
posed largely  of  fat,  arc  found  on  the  tongue  as  a  congenital  condition. 

Angioma. — Cavernous  vascular  tumors  are  found  in  the  substance  of 
the  tongue  and  projecting  from  its  surface. 

Sarcoma  is  not  common  in  this  situation,  but  may  occur  both  in  chil- 
dren and  in  adults.  Carcinoma,  usually  of  the  epitheliomatous  type,  may 
originate  in  the  tongue  or  may  extend  to  it  from  the  adjacent  tissues. 

MICBO-OBOANISMS    OF    THE    MOUTH. 

Micro-organisms  of  various  forms — bacteria,  moulds,  and  yeasts — are 
always  present  in  the  mouth,  often  in  enormous  numbers.  They  are  for 
the  most  part  not  of  significance  save  for  the  putrefactive  processes 
which  they  initiate  and  maintain  in  mouths  not  properly  cleansed.  On 
the  other  hand,  Staphylococcus  and  Streptococcus  pyogenes  and  the 
pneumococcus  are  of  frequent  occurrence  in  the  mouths  especially  of 
those  who  live  in  towns  and  crowded  dwellings,  and,  while  usually  harm- 
less, they  may  under  favorable  conditions  become  excitants  of  serious 
disease. 

The  tubercle  bacillus  may  be  present  in  the  mouth  as  well  as  in  the 
nose  of  those  who  care  for  uncleanly  consumptives. 

The  fungus  of  aphtha?  (soor),  and  leptothrix,  which  under  usual 
conditions  are  not  harmful,  may  incite  serious  local  disease. 

'  S<H>  Schmidt,  Virch.  Arch.,  Bel.  cxliii.,  p.  369,  1896,  bibliography  of  amyloid  tumors  in 
general. 
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The  so-called  Mycosis  pharyngis  is  apparently  due  to  the  growth  in 
susceptible  persons  of  a  form  of  leptothrix  not  yet  thoroughly  studied, 
on  account  of  the  technical  difficulties  in  the  way  of  its  artificial  cul- 


The  Pharynx. 

IC«lformiitioiu. 

Branchial  Fibtvi-«  and  Cvbth,— ^^'hen,  an  not  Infrequenlly  occurs,  the  emlwy- 
on&l  gill  cleflH  da  not  properly  close,  fintula  may  reinHin.'  These  may  In  rare  cases  t>e 
complele,  so  that  an  openlnp  exUta  from  the  phftryii\,  larynx,  or  trachea  to  the  side  of 
the  neck  (.lee  Kl^.  179.  p.  3(Xi).  More  frequently,  however,  llicfe  listiil«c  are  Incomfdete 
and  shallow,  and  open  either  Inward  into  one  of  the  above-named  organs  or  outward  on 
to  the  neck.     Small  portkiimof  theglll  clefts  may  persist  without  external  opealngs,  and 


Fio.  380. — Section  or  the  Wall  of  a  Hhaschial  Ctht  of  the  Neck. 

Formed  from  tbe  imprrTivt  clotiure  of  an  embr\-onal  k>1I  cleft.     The  cysl  is  lined  witb 

cilialed  epilhdium.  an<<  tlie  wall  w  larKcly  formcil  of  iliffiiw  Ivinphokl  tissue. 

from  these  nubcutaneouit  ri/sf*  of  the  neck  are  oftcndc\'c1oped.  Or  a  portion  of  the  cleft 
may  be  cut  off,  forming  a  cynl,  whtle  the  fistula  (>enik<lH  with  lt<4  external  opening. 

The  walls  of  these  finlulu'  and  cysts  may  be  covered  with  mucoim  membrane  havlnR 
cylindrical  or  flattened  or  ctllateil  Hiirfacc  cellx.  Dr.  when  formed  from  the  outer  clefts, 
they  may  be  lined  with  skin. 

Not  infrequenlly  the  walls  of  lhe«e  cysts  and  fistulir  are  embedded  In  lymphatic 
tissue,  which  may  be  diffuse  or  gathered  in  nodular  fonn  (sec  Flits.  ,380  and  381 ),' 

]  >ivBRT]<:tit^  of  the  [Aaryn\  have  l)een  obKorveil. 

'  For  a  r/KuRi^  Viith  bibli<>gni|i1iy  of  the  bartcriB  found  in  (he  motitlx  as  well  u  in  oilier 
parts  of  the  ImmIv  bniicr  normal  and  patiiuloKiral  niiiditions  hw  ilarf,  " BatteKolope." 
iOUl,  p.  114n.  Siv  also  MadiiKir.  Cent.  f.  Dalit..  1.  Abl.  Ilif..  p.  4R{I.  1902.  For  bactena 
in  the  mouths  ct  nun<iingssep /^-ictninct,  Arrli.  itcnil^l.  cxp,,  I,  xiL],.  1001,  p.  633.  See  also 
for  bactvria  mci^I  fnH(urnt  in  tiic  mouths  of  lii-althy  rliiidrcn  ^JiiAinin.  Arrii.  f.  Kinderheii- 
kunde,  Ikl.  xlv.,  p.  -Jl.  inofl. 

'  For  details  of  tlii'  fomialimi  of  fissures  in  Ilif  ecri-iral  rcpon  tn.ni  incomplete  closuTC  of 
the  branchial  clefts  h-c  7'A>mi.r.  "Trxi-licH.k  <>f  Ceneral  i'ntlioloio'."  Hng.  tran^.,  1890,  p.  201. 

■  For  hihliograpliv  of  braritMiil  rvsls  and  lisiiiLi'  see  Coplin.  Fror.  Path.  8oc.  of  Phila., 
N.8.,  vol.  iv..  |,,  IIKi.  I'.MU. 
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nryLAKMATION.    (PharjmgitU.) 


Catarrhal  PhatTngids  is  usually  associated  with  the  Bame  forms  of 
inflammation  in  the  mouth  and  has  similar  characters. 

In  catarrhal  inflammation  involving  the  tonsils  and  those  portions  of 
the  pharynx  richly  supplied  with  the  so-called  submucous  adenoid — 
lymphoid — tissue,  leucocytes  may  in  considerable  numbers  pass  through 
the  thin  epithelial  layer  and  mingle  with  the  exudate  upon  the  exposed 
surface. 

In  chronic  inflammation  of  the  pharynx  there  may  be  a  large  and 
permanent  hyperplasia  of  the  lymphoid  tissue,  with  more  or  less  dense 


fibrous  tissue,  leading  to  diffuse  or  circumscrilied  nodular  or  peduncu- 
lated masses  of  vascular  new  tissue  in  the  vault  or  elsewhere  in  the 
pharynx,  called  "adenoi<ls."* 

Phlegmonous  Phar3mgitis  may  occur  with  inflammations  of  the  mu- 
cous membrane,  with  caries  of  the  cervical  vertebra",  with  inflammation 
of  the  cervical  and  parotid  glands,  with  periostitis  of  the  cranial  bones,  or 
it  may  occur  independently.  It  may  result  in  swelling  and  cedema,  in 
induration,  or  in  suppuration.  It  is  most  important  when  it  affects  the 
posterior  wall  of  the  pharynx  and  forms  retro- pharyngeal  abscesses. 
Such  abscesses  may  cause  death  by  suffocation. 

Diphtheritic  Pharyngitis  is  that  form  of  pseudo-membranous  or  croup- 
ous inflammation  of  which  the  Bacillus  diphtherifc  is  the  excitant.  The 
general  characters  of  the  diphtheritic  infection  have  been  considered  in 
an  earlier  part  of  this  book.     The  local  process,  often  affecting  the  fauces, 

'  fW  p.  000.      Far  a  stiiily  of  tlic  uvula  in  varioua  abnormal  condilionB  see  Hoen,  Jour, 
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pharynx,  and  tonsils,  may  involve  the  mouth  as  well  as  the  larynx  and 
trachea.     (For  details  of  the  local  lesion  see  p.  271.) 

Tonsillitis. — The  tonsils  may  share  in  the  inflammatory  processes  of 
the  pharynx  or  be  independently  affected.  The  structural  characters  of 
the  tonsils  render  them  liable  to  infection  and  involve  certain  peculiari- 
ties in  the  lesions.^ 

In  FoLLiruLAU  Tonsillitis  the  swollen  organ  shows  upon  section  an 
increase  in  the  number  of  the  lymphoid  cells  of  the  nodules  and  a 
hyperplasia  of  the  endothelium  of  the  reticulum.  These  new-formed 
and  often  exfoliated  endothelial  cells  are  similar  to  those  found  in  the 
lymph-nodes  in  general  in  the  presence  of  bacterial  or  other  toxic  sub- 
stances. There  mav  be  an  increase  in  the  colls  of  the  stroma  of  the  ton- 
sil.  The  epithelial  cells  of  the  surface  and  the  crypts  may  increase  in 
number  and  exfoliate.  Epithelial  cells  and  leucocytes  and  other  forms 
of  exudate  may  gather  in  the  crypts  or  over  the  surface  of  the  tonsil, 
forming  white  plugs  or  a  whitish  pellicle.^ 

In  Exudativp:  Tonsillitis  (suppurative  or  phlegmonous  tonsillitis, 
quinsy)  there  are,  in  addition  to  hyperplasia  and  catarrhal  inflammation, 
(Bdematous  swelling  and  suppuration  often  leading  to  abscess. 

Acute  inflammation  of  the  pharynx  and  tonsils  is  usually  infectious 
in  character,  and  may  be  due  to  various  forms  of  pyogenic  and  other 
organisms.  Thus  in  tonsillitis  and  other  forms  of  acute  angina,  the  most 
common  micro-organisms  concerned  are  Streptococcus  and  Staphylo- 
coccus pyogenes,  the  pneumococcus,  and  the  Micrococcus  tetragenus. 
Many  other  forms  have  been  isolated.' 

In  CHRONir  Tonsillitis  (the  so-called  hypertrophy  of  the  tonsils) 
there  is  hyperplasia  of  the  lymph-nodules  with  increase  in  the  fibrous 
stroma.  The  mouths  of  the  crypts  may  be  occluded  and  distended  with 
exfoliated  cells  and  cell  detritus;   these  mav  become  calcified.* 

Tuberculous  Pliar3mgitis. — Tul>erculous  inflammation  of  the  pharynx 
may  be  primary  or  secondary  to  tul^erculous  lesions  elsewhere;  ulcers 
may  form  and  the  tonsils  may  be  involved. 

The  hyperplasia*  of  the  pharyngeal  mucosa  in  children,  commonly 
called  **  adenoids,"  have  been  found  in  a  considerable  number  of  cases  to 
be  tuberculous.  Whether  in  these  instances  the  lesion  is  tuberculous  in 
origin  or  whether  the  hyperplastic  tissue  affords  a  portal  of  entry  and 

*  Consult  DobrouHtlaki,  **Lyn\p\\  Nodules  of  the  Larviix,  (Esophagus,  etc.,"  Zi^ler's 
Beiatrge  z.  path.  Aiiat.,  Bd.  xvi.,  p.  43,  1894. 

*  Sec  Uodenpyl,  "  Anatomy  and  Pliysiology  of  the  Faurial  Tonsils,"  Am.  Jour.  Med. 
Sciences,  vol.  ci.,  p.  257,  1S91 ;  al.^o  Packard,  Phila.  Med.  Jour,  vol.  v.,  19(X),  pp.  914,  957. 
For  a  study  of  the  lympli  drainage  of  the  faucial  tonsils  see  Wtnid.  \n\.  Jour.  Med.  Sci.,  vol. 
cxxx,,  p.  210,  1905.  For  a  study  of  absorption  in  the  tonsils  si'e  Wright,  N.  Y.  Med.  Jour., 
vol.  Ixxxiii.,  p.  17.  19()r>. 

*  Consult  for  bacteriology  of  angina  Lartigau,  Phila.  Me»l.  Jour,  vol.  iii.,  p.  899.  1899, 
bibliograi)hy ;  for  a  study  of  acute  tonsillitis  see  GwniaU,  Jour.  Boston  Soc.  Med.  Sciences, 
vol.  iii.,  p.  03,  1899.  For  a  study  of  actinoniyces-like  structures  in  the  tonsillar  crypts  see 
Gapjvisch,  Verh.  Deutsch.  path.  Ges.,  Bd.  ix.,  1905,  p.  130;  als<3  HVijy/i/,  Am.  Jour.  Med.  Sci., 
vol.  cxxviii.,  p.  74,  1904. 

*  For  rt'-sume  of  tonsillar  calculi  with  bibliogra[>hy  see  Robertson,  British  Med.  Jour., 
1899,  vol.  i.,  p.  14.  For  a  study  of  bone  in  tonsils  .see  Lulnirsch,  Virch.  Arch.,  Bd.  clxxvii., 
p.  371,  1904:   also  Ruckert,  ibid'.,  p.  387. 
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local  vulnerability  to  infection  by  the  tubercle  bacillus  is  not  yet  clear.' 
The  possibility  should  be  borne  in  mind  that  from  tuberculous  "ade- 
noids "  tubercle  bacilli  may  pass  through  the  lymph-channels  to  the 
bronchial  lymph-nodes,  and  that  the  pharynx  maj'  thus  be  a  more  impor- 
tant portal  of  entry  in  tuberculosis  than  has  lieen  hitherto  recognized. 

TmCORS. 

Fibromata  grow  from  the  periosteum  of  the  bones  at  the  base  of  the 
skull,  and  project  into  the  cavity  of  the  pharynx  and  posterior  nares  in 
the  form  of  large  polypoid  tumors.     Soft  polypoid  tumors,  consisting 


largely  of  loose  succulent  connective  tissue  and  lymphatic  tissue,  and 
often  called  "adenoid  polyps  "  (see  Fig.  3S2),  are  of  frequent  occurrence. 

'  Fur  a  aluily  uf  hypcrplssia  o(  llic  pliBrj'n^al  lyniplioiil  (issue  (adcnuidii)  wit)i  rcrpnrniv 
to  primiirv  tubcrruloBis  o(  the  phsrvtiKPal  timsil  sec  Lnrligaii  and  NicoU,  Am.  Jour,  Med. 
St.,  vol.  cXKiiL.,  1B02.  p.  1031,  bibliography. 

Also  for  a  Htiuly  i>r  tlic  tonsils  a.t  portoiii  of  entry  of  tuberrle  bacilli  see  v.  Sthrilmrr,  Ziegler'a 
Beitr.,  Bd.  xxvi.,p.  511,  IKOD;  aim  Friedmann,  ibid.,  Bil.  xxt-iii.,  p.  60,  1000.  Also  bibliDg- 
raphy  in  H'onrf,  Hull.  V.nxv.  Peniia..  vol.  xvi.,  1903.  p.  368,  Se«  aUo  reference  to  Groin-, 
p.  ni)L  For  rtlatian  of  cen'ieal  and  bronchi&l  lynipli-nmlFs  in  tuberculous  iufection  aee 
Beittt*.  Virch.  Arch,,  Bd,  clxxxiv.,  p,  1,  1906, 

For  general  bibliography  an  the  tonsiU  see  UUman,  Medical  News,  January  26th,  1901, 
p.  137. 
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They  are  usually  to  be  regarded  rather  as  hyperplasia?  than  true  tu- 
mors. Hairy  polyps  of  the  pharynx  have  been  described  by  Arnold  *  and 
others. 

Sarcoma,  carcinoma,'  and  various  tumors  of  mixed  type  are  of  fre- 
quent occurrence  in  the  pharynx.' 

The    (Esophagus 

Malformations. 

Malformations  of  the  cesopha^iLs  arc  rare.  The  oesophaj^Ls  may  be  entirely  absent 
or  its  lower  portion  may  be  present  and  joined  to  the  pharynx  by  a  solid  cord;  or  the 
pharynx,  or  the  lower  part  of  the  cesophagus.  may  be  continuous  with  the  trachea; 
or  the  entire  (esophagus  may  be  represented  by  a  solid  coril.  Dilatations  of  the  (esoph- 
agus and  division  of  the  middle  portion  of  the  cesophagus  into  two  branches  have  been 
observed.* 

PEBFORATION    AND   BUPTUBE. 

Foreign  bodies  in  the  cpsophagus  may,  as  already  mentioned,  perfo- 
rate its  wall.  Perforation  of  the  cesophagus  from  without  may  be  pro- 
duced by  inflamed  bronchial  glands,  by  the  extension  of  cavities  and 
gangrene  of  the  lungs,  by  abscesses  in  the  mediastinum,  by  abscesses 
accompanying  caries  of  the  vertebra*,  and  by  aneurisms  of  the  aorta. 
Rupture  of  the  wall  of  the  a'sophagus  by  violent  coughing  and  vomiting 
has  been  described,  but  it  seems  improbable  that  this  should  occur  with- 
out some  previous  local  lesion.*  A  few  cases  of  perforating  ulcer  of  the 
oesophagus  have  been  recorded. 

HiEMOBBHAGE. 

Aside  from  injuries,  ulceration,  etc.,  haemorrhage  may  take  place 
from  the  veins  of  the  oesophagus,  which,  especially  in  atrophic  cirrhosis, 
may  be  much  dilated.' 

DILATATION. 

Simple  Cylindrical  Dilatations  of  the  oesophagus  are  usually  the  osult 
of  long-continued  stenosis  of  the  oesophagus  or  of  the  cardiac  end  of  the 
stomach,  although  not  nearly  all  the  stenoses  are  followed  by  dilatation. 
These  dilatations  are  formed  at  first  immediatelv  above  the  stenosis  and 
then  extend  upward.  Dilatation  may  occur  below  the  stricture.  Only 
in  rare  cases  docs  the  dilatation  involve  the  whole  length  of  the  tube. 

»  Anudfi,  Vircliow's  Arch.,  Bd.  cxi.,  p.  17fi,  1888,  bibl. 

'  For  a  study  of  carcinoma  originating  in  the  bninchial  cleft  sec  Potwr«,  Annals  of  Sur- 
gery, Febniar>',  1898. 

'  For  literature  of  malignant  diaeane  of  tlie  tonnils  consult  AVtrmon,  Am.  Jour.  Med 
Sciences,  vol.  ciii..  p.  487,  1892;  also  Honscll,  lU'itr.  zur  klin.  Chirurgie,  Bd.  xiv.,  1895. 

^  For  a  study  of  aberrant  islets  of  gantric  mucosa  in  the  upper  end  of  the  cesophBgus  see 
SchafffT,  Virch.  .\rch,,  Bd.  clxxvii,,  p.  181,  1904. 

*  For  p  stutlv  of  rupture  of  (r.sophngus   see  McWeeney,  Lancet,  1900,   voL  ii.,  p.  158, 
bibl. 

•  See  Preble,  Am.  Jour.  Med.  Sci.,  vol.  cxix.,  p.  263,  1900. 
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The  entire  wall  of  the  dilated  portion  of  the  oesophagus  is  thickened,  and 
there  may  be  polypoid  growths  from  the  mucous  membrane. 

In  rare  cases  there  is  cylindrical  dilatation  of  part  or  of  the  whole  of 
the  oesophagus  without  a  stenosis  or  any  discoverable  cause.  In  these 
cases  the  dilatation  is  usually  greatest  near  the  middle  of  the  oesophagus 
and  diminishes  upward  and  downward,  so  that  the  oesophagus  has  a  fusi- 
form shape.  The  dilatation  may  reach  a  very  considerable  degree,  the 
walls  of  the  oesophagus  are  thickened,  its  mucous  membrane  may  be 
covered  with  papillary  outgrowths  or  ulcerated. 

The  Sacculated  Dilatations  of  the  oesophagus  are  of  two  kinds:  those 
due  to  pressure,  and  those  due  to  traction. 

The  dilatations  due  to  pressure  are  situated  in  the  posterior  w^all  of 
the  pharynx,  just  at  its  junction  with  the  oesophagus.  The  smaller  sacs 
are  from  the  size  of  a  pea  to  that  of  a  hazelnut;  the  larger  sacs  may 
reach  a  large  size  and  hang  down  between  the  oesophagus  and  the  verte- 
bral column,  the  opening  into  the  oesophagus  remaining  comparatively 
small.  It  is  supposed  that  a  limited  area  of  the  wall  of  the  oesophagus 
loses  its  power  of  resistance  against  the  pressure  exercised  upon  it  in 
each  act  of  swallowing;  it  then  is  forced  outward  by  the  pressure,  and 
so  there  is  formed  first  a  protrusion  and  then  a  sac.  When  a  sac  is 
formed  the  food  enters  it,  accumulates  there,  and  the  sac  becomes  larger 
and  larger. 

The  dilatations  due  to  traction  are  situated  on  the  anterior  wall  of 
the  oesophagus,  at  a  point  nearly  corresponding  to  the  bifurcation  of 
the  trachea.  They  are  of  funnel  shape,  with  the  small  end  outw^ard. 
Their  length  varies  from  two  to  twelve  millimetres;  the  width  of  the 
opening  into  the  oesophagus  is  from  six  to  eight  millimetres. 

These  dilatations  are  due  to  inflammation  of  the  parts  adjoining  the 
oesophagus,  especially  of  the  bronchial  nodes,  followed  by  adhesions  to 
some  part  of  the  anterior  wall  of  the  oesophagus.  These  adhesions  then 
contract  and  draw  the  wall  of  the  oesophagus  outward,  and  in  this  way 
the  dilatations  are  formed. 

At  a  later  time  these  sacs  may  perforate  into  the  bronchi,  the  lungs, 
the  pleural  cavity,  the  pericardium,  the  aorta,  or  pulmonary  artery.* 

STENOSIS. 

Congenital  Stenosis. — Besides  the  defects  of  development  of  the 
oesophagus  which  are  incompatible  with  life,  there  may  be  a  congenital 
stenosis  of  some  part  of  it  which  causes  difficulty  in  swallowing,  but  yet 
does  not  destroy  life. 

Compression  Stenosis  is  not  uncommon.  Tumors  of  the  neck  and 
mediastinum,  and  aneurisms  of  the  aorta  are  the  usual  causes.  Stenosis 
from  vertebral  ecchondroses  has  been  reported.' 

*  For  bibliojijraphy  of  cr^ophageal  <liverticula  »e<»  Broitch,  Deutech.  Arch.  f.  klin.  Med., 
Bd.  Ixvii..  p.  44,  190();  also  Starck.  .An-h.  f.  Vcrdkr.,  Bd.  vii.,  1901,  p.  1.  For  later  cases  see 
Pfaff,  Trans.  Assn.  Am.  Pliys.,  vol.  xvi..  19()1,  p.  6.56. 

*  See  Zahn,  Munch.  me<i.  Wochcnschr..  May  Sth.  1906. 
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Obstruction  Stenosis. — Foreign  bodies  may  be  lodged  in  the  oesopha- 
gus. Tumors  may  hang  down  from  the  pharynx  into  the  oesophagus,  or 
may  be  situated  in  the  wall  of  the  oesophagus.  Inflammation  of  the 
oesophagus,  due  to  the  ingestion  of  irritating  poisons,  may  induce  cica- 
tricial stenosis.  A  few  cases  of  stenosis  due  to  syphilitic  inflammation 
have  been  reported. 

INFLAMMATION.    (GBsophagitis.) 

Catarrhal  (Esophagitis  may  be  either  acute  or  chronic.  The  chronic 
form  may  lead  to  ulceration,  or  relaxation  and  dilatation  of  the  walls, 
or  to  hypertrophy  of  the  muscular  coat. 

Pseudo-membranous  (Esophagitis  may  occur  with  a  similar  process  in 
the  pharynx,  with  the  exanthemata  and  other  severe  diseases,  or  under 
other  conditions.  It  may  be  diphtheritic  in  character  or  due  to  other 
excitants  than  the  diphtheria  bacillus. 

Other  Forms  of  Inflammation  of  the  (Esophagus. — Foreign  bodies 
which  are  swallowed  and  become  fixed  in  the  crsophagus  may  incite  in- 
flammation of  the  mucous  membrane  and  of  the  adjoining  soft  parts. 
Abscesses  may  form  around  the  oesophagus,  or  destroy  the  wall  of  the 
canal,  and  the  foreign  body  may  find  its  way  into  the  trachea,  aorta,  or 
pericardium. 

Inflammation  of  the  submucous  tissue  of  the  a»sophagus,  apart  from 
the  cases  just  mentioned,  is  not  common.  It  may  result  in  abscess  or 
the  formation  of  fibrous  tissue,  causing  stenosis. 

Irritating  and  caustic  acids  and  alkalies  may  destroy  larger  or  smaller 
portions  of  the  mucous  membrane.  The  necrosed  portions  are  of  a  black 
or  whitish  color,  surrounded  by  a  zone  of  intense  congestion.  If  the  pa- 
tient recover,  the  patches  of  membrane  which  have  been  destroyed  slough 
and  fall  off,  leaving  a  surface  covered  by  granulation  tissue.  As  this 
assumes  cicatricial  characters  and  contracts,  serious  stenosis  of  the 
oesophagus  may  be  produced. 

Tuberculous  (Esophagitis  may  occur  in  generalized  miliary  tuberculo- 
sis or  by  local  infection  from  tuberculous  sputa,  either  with  or  without 
obvious  predisposing  local  lesion,  or  through  an  extension  of  a  tubercu- 
lous process  from  adjacent  structures.     Ulceration  is  apt  to  occur.* 

Syphilitic  (Esophagitis. — There  may  be  pummata  which  encroach  upon 
the  lumen,  or  ulceration  followed  by  cicatrices  may  lead  to  stenosis. 

TUMOBS. 

Small  Papillomata  may  occur  singly  or  in  considerable  numbers 
throughout  the  entire  length  of  the  a^sophagus.  Large  papillary  tumors 
are  more  rare.  Small  submucous  fibromata  and  lipomata,  angiomata, 
and  leiomyomata  of  considerable  size  may  occur  in  the  oesophagus.  Sar- 
comata are  rare.'    Adenomata  have  been  observed. 

^  For  bibliography  of  tiiberouloiw  <p8ophagiti8  see  Flexner,  Johns  Hopkina  Hosp.  Bull., 
vol.  iv.,  p.  4,  1S93:  and  al.so  Cone,  ibid.,  vol.  viii.,  p.  229,  1897. 

'  LivingtHxi,  Johns  Hopkins  Hosp.  Rull.,  vol.  ix.,  p.  159,  189S,  bibl. 
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Carcinoma  may  origiaate  at  any  part  of  the  wall  of  the  pharynx  and 
cesophagus.  The  tumor  may  encircle  the  tube;  it  may  remain  as  a  flat 
infiltration  (Fig.  383),  or  project  inward  in  large,  fungous  masses.  In 
either  case  it  is  prone  to  ulceration.  The  growth  may  extend  up  and 
down  the  cesophagus,  and  even  involve  the  pharynx  or  stomach.  The 
ulcerative  process  may  extend  outward  so  as  lo  lead  to  pierforation  into 
the  air  passages,  the  lungs,  pleurie,  pericardium,  and  large  blood-vessels. 


(EsopHAona, 


The  new  growth  may  extend  outward  and  infiltrate  the  surrounding  soft 
parts,  so  that  the  cesophagus  is  surrounded  by  large,  solid,  cancerous 
masses.     Metastatic  tumors  are  also  sometimes  formed.' 

Cjrsts. — Small  retention  cysts  of  the  follicles  of  the  mucous  membrane 
are  sometimes  found.  Larger  cysts  of  the  cesophagus  lined  with  ciliated 
epithelium  have  been  described.' 

The   Stomach. 

ICalform  ations. 

Malformations  of  the  stomach  are  not  common.  The  orKan  may  be  entirely  want- 
ing In  acephalous  ftstufles.  It  may  be  of  various  degrees  of  r^mallnexs,  nometlmes  no 
lancer  than  ihe  duodenum.  It  may  be  divided  Into  two  halves  by  a  deep  conxtrlcllon 
in  the  middle.  The  pyloric  orifice  may  be  stenosed  or  entirely  closed.  The  stomath 
may  be  outniile  of  the  abdominal  cavity  from  a  hernial  protrusion  throu)(h  the  dia- 
phragm or  at  some  point  In  the  abdominal  wall.  It  U  found  on  the  right  Ride,  Instead 
of  the  left,  when  the  other  vLicera  are  transposed,  and  the  position  of  the  cardiac  and 
pyloric  orifices  is  correspondingly  Inverted. 

'  For  a  r,'«uBi,'of  lumor"  of  the  traophagus  «*  C'ipliit,Am.  Med.,  vol.  vii.,  1904,  p.  773. 
'  Kor  recpnt  bibliography   of   imions  of    (Psophogiu   see    ThorH,    Lubarech   mod   Oater- 

tag'x  " Ei^ebnisw,"  Jahrg.  v.  for  1S98,  p.  I2S. 
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Congenital  stenosis  of  thepylonis  in  infants  is  of  occasional  occurrence.  It  Is  com- 
monly due  to  fibrous  hyperplasia  of  the  submucosa,  sometimes  involving  the  internal 
muscular  layers.' 

Cadaveric  Changes. 

The  mucous  membrane  of  the  stomach  Ls  liable  to  undergo  considerable  alterations 
soon  after  death,  owing  to  changes  in  the  distribution  and  composition  of  the  blood  and 
to  the  action  of  the  digestive  fluids.  The  blood  Ls  apt  to  collect  in  the  small  xeloR, 
especially  at  the  fundus,  while,  by  diffusion  of  the  coloring  matter,  red  or  brown  or 
black  streaks  and  patches  form  in  the  mucous  membrane. 

Those  portions  of  the  mucosa  on  which  the  food  and  digestive  fluids  collect,  usually 
at  the  fundus  and  on  the  posterior  aspect  of  the  stomach,  ifrequently  appear  gray  and 
turbid,  and  are  soft  and  easily  rubbed  off.  The  epithelium  in  these  regions  is  unusu- 
ally granular  or  disintegrated,  and  is  often  detached.  Sometimes  this  post-mortem 
softening  involves  the  entire  thickness  of  the  stomach  wall,  which  is  converted  into  a 
gray  or  yellow  or  brown  gelatinous  pulp.  Thus  large  or  small  post-mortem  perfora- 
tions may  occur. 

IKJUBIS8. 

Perforating  wounds  of  the  stomach  usually  give  rise  to  a  fatal  perito- 
nitis. It  is  possible,  however,  for  the  wound  to  heal,  or  a  gastric  fistula 
may  be  formed. 

Rupture  of  the  stomach  may  be  produced  by  severe  blows  or  falls. 


HiBMOBBHAGE.    (HsDmatemesis.) 

Small  extravasations  of  blood  in  the  wall  of  the  stomach  are  fre- 
quently found  in  persons  who  have  died  from  one  of  the  infectious  dis- 
eases. 

Haemorrhage  into  the  cavity  of  the  stomach  may  occur  in  a  variety 
of  ways.  It  may  take  place  from  injuries  or  poisons;  from  ulcers  or 
carcinoma;  from  rupture  of  small  aneurisms  of  the  stomach,  or  from  the 
rupture  into  the  stomach  of  aneurisms  elsewhere.  It  may  occur  in  in- 
fectious diseases,  especially  in  yellow  fever,  or  in  diseases  of  the  blood. 
It  may  be  associated  with  passive  congestion  of  the  stomach  in  hepatic 
cirrhosis  of  the  liver,  obstruction  of  the  portal  vein,  chronic  disease  of 
the  heart  and  lung;  with  an  enlarged  spleen  and  in  chronic  gastritis.  In 
the  new-born  and  young  infants  haemorrhage  into  the  stomach  not  infre- 
quently occurs  without  apparent  lesions  which  would  account  for  it;  or 
there  may  be  ulcers  of  the  mucous  membranes,  or  cardiac  disturbances, 
or  infection.  While  the  source  of  haemorrhage  into  the  stomach  is  often 
evident,  in  many  cases  none  can  be  discovered.  Considerable  bleeding 
can  evidently  take  place  by  diapedesis  in  congested  vessels. 

Some  cases  of  chronic  gastritis  are  characterized  by  general  bleeding 
from  the  mucous  membranes  of  the  stomnch.' 

*  See  MelUrr,  X.  Y.  Mod.  Reconl.  vol.  Hv.,  p.  253.  1898,  bibl. ;  also  RoUenUm  and  Crof- 
ton  Atkins,  Hrit.  Metl.  .lour,  1900,  vol.  ii.,  p.  1768;  also  Wachrnheim,  Am.  Jour.  Med.  Sci., 
vol.  cxxix..  p.  036.  1905. 

*  For  a  study  of  occult  hupmorrhaKo  in  the  fcastro-intcstinal  canal  see  Jawartki  and  Koro- 
levdcg,  Wiener  klin.  Wochenschr.,  p.  1129,  1906. 
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ATBOPHT   AMD   DEOENXBATION. 

Atrophy  of  the  stomach  occurs  in  a  variety  of  cachectic  conditions, 
in  chronic  inflammation,  and  in  stenosis  of  the  cardiac  orifice. 

Albuminous  Degeneration  of  the  epithehum  may  occur  in  infectious 
diseases  and  in  inflammation  of  the  stomach. 


Fio.  384. — Fattt  Deognebatiu: 


TlTBUl.ES  IN  PhOS- 


Fatty  Degeneration  is  often  associated  with  arsenic  and  phosphorus 
poisoning  (Fig.  384). 

Amyloid  Degeneration  of  the  small  vessels  is  associated  with  a  similar 
s  in  other  parts  of  the  body. 


mFLAlCMATION.     (aMtritia.) 

Acute  Catarrhal  Gastritis  is  usually  due  to  the  ingestion  of  irritating 
decomposing  or  infectious  substances  and  may  accompany  general  infec- 
tious diseases. 

After  death  the  mucous  membrane  may  be  congested  and  swollen, 
or  the  congestion  may  have  disappeared.  The  mucous  membrane  is 
coated  with  an  increased  amount  of  mucus,  especially  at  the  pyloric  end 
of  the  stomach. 

The  structural  changes  in  the  mucous  membrane  consist  chiefly  in 
swelling  and  albuminous  degeneration,  and  sometimes  exfoliation  of  the 
epithelium  with  an  increase  in  the  production  of  mucus  by  the  cylindrical 
cells  (Fig.  385),  while  the  intertubular  tissue  and  the  aubmucosa  may  be 
cedematous  and  contain  a  few  emigrated  leucocytes.  The  solitarj'  lymph- 
nodules  may  be  enlargetl  from  hyperplasia,  and  hemorrhagic  erosions 
may  be  present. 

Chronic  Gastritis. — This,  with  the  continuance  of  the  exciting  condi- 
tions, may  follow  the  acute  form.  It  is  often  associated  with  the  persist- 
ent use  of  alcohol,  with  ulcers  and  carcinoma,  with  venous  congestion 
from  heart  lesions,  cirrhosis  of  the  liver,  obstruction  of  the  portal  vein 
or  ascending  vena  cava,  or  chronic  diffuse  nephritis.  These  are  doubtless 
predisposing  conditions  rather  than  actual  excitants  of  the  disease. 

The  stomach  may  be  normal  in  size  or  small  or  dilated.     Its  inner 
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surface  is  usually  covered  with  tenacious  mucus.     The  milcous  mem- 
brane may  be  congested  with  minute  haemorrhages  or  erosions,  or  it  may 


the  sur(«te  of  tUc 


T  rp  IB  B  conaiderab  e  formttion  of 
lelisl  cells,  mary  of  vhich  have  the  BO-catl«<l  "beaker"  form.  There  ia 
rlJMm  which,  nith  roucus  and  a  few  leucocytes  and  red  blood  cells,  coven 
mucoua  membrane. 


be  pale  and  gray  or  pigmented  from  former  htemorrhages.     It  may  be 
thickened  or  thinner  than  normal.     Often,  owing  to  irregular  thickening. 


Showing  s  Rmall  portioi 


Fio.  386.— Chi 


it  projects  in  places  in  the  form  of  minute  granules,  or  it   is   irregu- 
larly roughened — Hoi  mamelonni — or  there  may  be  distinct  polypoid  out- 
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grnn-ths.  These  alterations  are  usually  most  marked  in  the  pyloric  re- 
gion. Microscopical  examination  shows  alterations  varying  in  difFerent 
parts  of  the  organ  and  in  difFerent  stages  of  the  disease.  The  surface 
epithelium  may  be  degenerated  and  exfoliated.  The  detached  epithe- 
lium with  leucocytes  may  be  mingled 
with  the  mucus  covering  the  surface. 
The  gastric  glands  may  be  variously 
altered.  They  may  be  dilated,  or 
elongated  and  tortuous,  or  hyper- 
plastic'  or  atrophied;  their  epithe- 
lium may  be  flattened,  degenerated, 
or  detached.  The  interstitial  tissue 
and  the  submucosa  may  be  infil- 
trated with  small  spheroidal  cells  or 
new-formed  larger  polyhedral  cells 
(Fig.  386),  and  new  fibrous  tissue 
may  form  (Fig.  387),  thus  often 
greatly  thickening  the  mucous  mem- 
brane and  causing  atrophy  of  the 
glands.  The  lymph-nodules  at  the 
base  of  the  glands  may  be  enlarged 
from  hyperplasia.  On  the  other 
hand,  the  mucous  membrane,  as  con- 
traction takes  place  in  the  new-formed  interstitial  tissue,  may  undergo 
great  atrophy  (Fig.  388),  so  that  it  is  pale,  thin,  often  gray  in  color, 
with  more  or  less  pigmentation. 

The  formation  of  new  fibrous  tissue  may  later  involve  the  muscularis 
also,  leading  to  various  distortions 
of  the  stomach. 

Croupous  Gastritis  (Membra- 
nous or  Diphtheritic  Gastritis). — 
This  form  of  gastric  inflamma- 
tion, most  common  in  children, 
may  be  associated  with  diphtheria 
or  with  other  infectious  diseases, 
but  may  occur  independently. 
In  adults  it  is  usually  secondary 
to  typhus  fever,  pneumonia,  py- 
emia, typhoid  fever,  the  exan- 
themata, and  other  infections, 
and  may  follow  the  ingestion  of 
irritant  poisons.  The  excitants 
are  thus  of  the  most  varied  kinds, 
as  is  the  case  in  pseudo-membranous  inflammation  elsewhere  in  the 
body.  The  false  membrane  may  be  in  small  patches  or  line  a  consider- 
able portion  of  the  stomach. 


FlQ.   388. — CHKONIC    GABTRnTB. 

Showing  atrophy  of  the  miicotu  membn 
with  much  new'fonned  libroua  tiamiF. 


«  Com,  "Welcli  Anniversary  Coatril 


o  the  Bciraen  ol  Medicine,"  p,  877,  1900, 
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Exudative  Gastritis   (Suppurative  or  Phlegmonous  Gastritis). — This 

process  is  characterized  by  the  formation  of  purulent  ami  other  exudate 
in  the  connective  tissue  of  the  mucosa  and  submucosa.  The  exudate  may 
be  diffuse  or  localized  in  the  form  of  abscess.  As  an  independent  affec- 
tion it  is  rai*e.  It  is  more  frequent  in  connection  with  puerperal  fever 
and  other  infectious  diseases;   it  has  been  ascribed  to  injury. 

The  accumulation  of  exudate  may  be  slight,  the  interglandular  and 
submucous  tissue  being  anlematous  with  few  pus  cells.  The  mucous 
membrane  may  under  these  conditions  remain  intact  or  show  slight  ca- 
tarrhal lesions.  When  this  relatively  slight  accumulation  of  exudate 
occurs  in  the  pyloric  rejiion  it  may  apparently  occasion  temporary  steno- 
sis. On  the  other  hand,  a  considerable  or  large  amount  of  exudate  may 
form,  and  the  process  may  involve  diffusely  a  large  part  of  the  wall  of 
the  stomach;  or  the  process  may  be  circumscril)eil  and  abscesses  may 
form.  The  suppurative  process  may  extend  1o  the  mucous  membrane, 
or  to  the  serosa,  and  thus  perforations  may  occur  and  the  incite- 
ment of  peritonitis.  Little  is  known  of  the  direct  excitants  of  phleg- 
monous gastritis.*  Streptococcus  pyogenes  hiis  been  found  in  the 
exudate..' 

Toxic  Gastritis. — The  mineral  acids,  the  caustic  alkalies,  arsenic, 
corrosive  sublimate,  and  the  metallic  salts,  phosphorus,  camphor,  and 
other  irritating  materials,  induce  difTerent  lesions  of  the  stomach,  accord- 
ing to  their  quantity,  their  strength,  and  the  length  of  time  which  has 
elapsed  before  death. 

In  large  quantities  they  destroy  and  convert  into  a  soft,  blackened 
mass  both  the  mucous  membrane  and  the  other  coats,  so  that  perforation 
may  take  place.  In  smaller  quantities  they  produce  black  or  white 
sloughs  of  the  mucous  membrane,  surrounded  by  a  zone  of  intense  con- 
gestion. If  death  does  not  soon  ensue,  the  ulcerative  and  cicatricial 
processes  which  follow  such  sloughs  may  contract  and  deform  the  stom- 
ach in  various  ways. 

If  the  poisons  are  of  less  strength  they  may  induce  a  diffuse  conges- 
tion of  the  mucous  membrane,  with  catarrhal  or  croupous  exudation  on 
its  surface  and  serous  infiltration  of  the  submucous  coat  (see  chapter  on 
Poisons) . 

Tuberculous  Gastritis  of  the  stomach  is  rare  and  is  usually  secondary 
to  tul)erculous  lesions  elsewhere.  There  may  be  miliary  tubercles  or 
small  or  large,  single  or  multiple  ulcers  involving  especially  the  mucosa 
and  submucosa.' 

*  Reference  to  the  bibliofcrapliy  of  micro-organiHmM  of  the  normal  itomach  may  be  found 
in  an  article  by  WeiHn  on  "  Bacteria  in  tlie  Stomach  of  the  Cat."  our.  of  Applied  Microscopy, 
vol.  iii.,  p.  827,  1900;  also  Ctryon,  "Hore  microbienne  <le  restomac,"  Th^ae  de  Paria,  1900, 
bibliograpliy.  For  bibl.  of  phlegmonous  gastritis  see  Leith,  t^linburgh  Hospital  Reports, 
vol.  iv..  p.  51.  1896.  For  a  later  study  see  Schnarrwylrr,  Arch.  f.  Verdkr.,  Bd.  xiL,  p. 
116,  1906,  bibl.  »  »K. 

^  See  KinnicuU,  Trans.  Assn.  Am.  Phys.,  vol.  xv.,  p.  127,  1900,  bibl.  Foractudy  of  lesions 
of  the  stomach  as  portals  of  entr>'  of  bacteria  see  James,  Trans.  Assn.  Am.  I'hys.,  vol.  xvi.. 
p.  72,  1901.  ' 

■  Consult  for  bibliography  of  tuberculosis  of  stomach,  Blumer,  Albany  Medical  Annals. 
March,  1898. 
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Syphilitic  Inflammation  of  the  stom^ich  with  ulceration  has  been  occa- 
sionally observed,' 

ULCEBS  OF  THE  STOHACH. 

Chronic  Perforating  Ulcer. — This  form  of  ulcer  is  often  seen;  accord- 
ing to  Itrinton,  in  five  per  cent  of  pei-sons  dying  fi-oni  all  causes.  It  occurs 
in  females  nearly  twice  as  frequently  as  in  males.  Ab  regards  the  age, 
Brinton  concludes  that  the  liability  of  an  imilvidual  to  become  the  sub- 
ject of  gastric  ulcer  gradually  rises,  from  what  is  nearly  a  zero  at  the 
age  of  ten  to  a  high  rate,  which  it  maintains  through  the  period  of  mid- 
dle life;  at  the  end  of  which  period  it  again  ascends,  to  reach  its  maxi- 
mum at  the  extreme  age  of  ninety. 

The  analysis  of  79;i  hospital  cases  by  Welch'  shows  that  the  ulcers 
were  on  the  lesser  curvature  in  2SS,  in  the  posterior  wall  in  2.35,  at  the 
pylorus  in  95,  on  the  anterior  wall  In  G9,  at  the  cardia  in  50,  at  the  fun- 
dus in  20.  on  the  greater  curvature  in  27. 

As  regards  the  number  of  ulcers,  two  or  more  are  present  in  about 
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clion  llirougli  llii'  stomach  wall  ol  the  i-inlrat  imrt  of  llie  round  ulcer. 

twenty-one  per  cent;  there  may  be  two,  three,  four,  or  even  five  ulcers. 
In  cases  of  multiple  ulcers  these  are  often  developed  successively. 

In  size  the  ulcers  vary  from  one-quarter  of  an  inch  to  five  or  six 
inches.  They  are  usually  of  circular  shape,  sometimes  oval;  sometimes 
two  or  more  are  fused  together. 

The  ulceration  is  largest  in  the  mucous  membrane  (Fig.  389).  It 
may  remain  confined  to  this,  or  extend  outward  and  involve  the  connec- 
tive tissue,  muscular  and  peritoneal  coats,  its  diameter  becoming  smaller 
as  it  advances.  The  ulcer  looks  like  a  clean  hi)le  pun^  ed  out  of  the 
wall  of  the  stomach  (Fig.  390).  Its  floor  may  show  no  active  nflamma- 
tory  changes.  Its  edges  may  be  in  the  same  condition,  ar  they  may  be 
thickened  by  the  growth  of  connective  tissue  and  cells.  The  .est  of  the 
mucous  membrane  of  the  stomach  is  apt  to  be  in  a  condition  of  chronic 
catarrhal  inflammation. 

'  Cotuult  ior  biblioETkphy,  FUmrr,  AmericBD  Jounul  sf  Uedical  Sciences,  vol.  cxvi., 
p.  424,  1898. 

^WtUh,  Fepppr's  "System  o(  Pnrliral  Medicine,'  vol.  ii.,  p.  604,  1885.  Many  iiu- 
porlAnt  data  arp  to  be  Found  in  tliiK  excrllent  article. 
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The  ulcer  may  perforate  directly  through  the  wall  of  the  stomach,  aod 
the  contents  of  the  latter  are  discharged  into  the  peritoneal  cavitj-;  or 
adhesiooH  Jire  foniied  Iwtween  the  wall  of  the  stomach  and  the  neighbor- 
ing viscera,  so  that  the  bottom  of  the  ulcer  is  closed;  or  if  the  liver,  the 
intestines,  or  the  abdominal  wall  become  adherent,  these  may  be  invaded 
by  the  uliprative  process,  and  cavities  or  fistulie  are  formed  communicat- 
ing with  the  stomach:  or,  if  the  adhesions  are  incomplete,  a  local  peri- 
tonitis and  collections  of  pus  may  be  developed.  Perforation  may  take 
place  into  the  colon  or  duodenum,  or  into  the  pericardium  or  pleura. 

During  the  progres.'j  of  the  ulcer  there  may  be  repeated  small  hsemor- 
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rhages  from  the  erosion  of  small  blood- vessels,  or  large  hicmorrhages 
from  the  erosion  of  larger  arteries. 

In  many  cases  these  ulcei-s  cicatrize,  and  such  a  cicatrization  may 
produce  various  deformities  of  the  stomach. 

The  orijrin  of  such  ulcers  is  often  obscure.  It  seema  probable  that 
the  nutrition  of  a  circumscrilwd  part  of  the  wall  of  the  stomach  is  inter- 
fered with,  and  tliat  this  portion  is  then  destroyed  by  the  action  of  the 
gastric  juice.  But  we  are  in  most  cases  still  ignorant  of  the  way  in  which 
the  obliteration  of  the  arteries  is  effected.  It  has,  indeed,  been  demon- 
strated in  animals  that  an  artificial  emt>olism  of  the  branches  of  the  gas- 
tric arteries  may  lead  to  ulcers  of  the  stomach  ;  and  in  the  human  stom- 
ach we  occasion  ally  find  cases  of  embolism  of  the  branches  of  the  gastric 
artery  and  ulcers.  But  the  clinical  history  of  most  cases  of  ulcer  of  the 
stomach  docs  not  correspond  with  such  a  mode  of  origin.  A  chronic 
obliterating  endarteritis  would  seem  to  be  a  more  probable  cause.  The 
possibility  of  a  bacterial  origin  in  some  cases  should  not  be  overlooked. 

Follicular  Ulcers,  similar  to  those  in  the  small  intestine,  are  of  occa- 
8i<inal  occurrence  in  the  stomach.  They  are  formed  by  the  degenerative 
changes  and  necrosis  in  the  solitary  lymph-nodules  of  the  stomach. 


'I     '  r^     •  !, 
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For  Tuberculous  Ulcers^  see  above. 

Haemorrhagic  Erosions  occur  as  rounded  spots  or  narrow  streaks, 
formed  by  a  loss  of  substance  of  the  mucous  membrane.  The  mucous 
membrane  at  these  points  may  be  congested,  soft,  and  covered  by  small 
blood-clots.  The  destruction  of  the  mucous  membrane  is  usually  super- 
ficial, but  may  involve  its  entire  thickness.  The  internal  surface  of  the 
stomach  may  be  studded  with  these  erosions.  They  give  rise  to  repeated 
haemorrhages,  and  are  accompanied  by  catarrhal  inflammation  of  the  rest 
of  the  mucous  membrane. 

They  occur  at  all  periods  of  life,  even  in  infants.  Their  usual  seat  is 
the  pyloric  portion  of  the  stomach.  They  may  occur  independently  of 
other  obvious  lesions,  but  are  most  frequent  in  connection  with  chronic 
congestion  of  the  mucosa,  chronic  gastritis,  in  infectious  diseases,  and 
intoxications. 

DILATATION. 

Very  considerable  degrees  of  dilatation  of  the  stomach  are  found  at 
autopsies,  without  stenosis  of  the  pylorus  or  other  mechanical  cause  to 
account  for  them.  It  is  usually  difficult  to  determine  how  long  these 
dilatations  have  existed  and  their  influence  in  the  illness  or  death. 

Acute  dilatation  of  the  stomach,  with  vomiting  of  very  large  quanti- 
ties of  thin  fluid,  has  been  observed  in  a  few  cases,  the  dilatation  being 
developed  suddenly  and  without  discoverable  cause. 

Of  the  mechanical  factors  which  lead  to  dilatation  of  the  stomach  a 
stenosis  of  the  pylorus  is  the  most  common.  Such  a  stenosis  may  be 
effected  by  a  tumor,  by  chronic  inflammation  and  thickening,  and  by  the 
cicatrization  of  ulcers.  Less  frequently  obstructions  of  the  small  and 
large  intestines  act  in  the  same  way. 

Some  forms  of  chronic  gastritis  are  attended  with  dilatation  of  the 
stomach  without  stenosis. 

In  rare  cases  circumscribed,  sacculated  dilataitons  are  produced  by 
the  presence  of  foreign  bodies — portions  of  wood,  metal,  etc. 

TUMORS. 

Papillomata. — It  has  already  been  mentioned  that  in  some  cases  of 
chronic  gastritis  there  are  small,  polypoid  hypertrophies  of  the  mucous 
membrane.  Besides  these  we  find  polypoid  tumors  which  may  reach  a 
considerable  size.  They  are  composed  of  a  connective-tissue  stroma  ar- 
ranged in  tufts  covered  with  cylindrical  epithelium.  In  some  cases  there 
are  also  tubules  lined  with  cylindrical  epithelium,  so  that  the  tumor  has 
partly  the  structure  of  an  adenoma  (Fig.  :^91).  Fibromata  of  small 
size  are  sometimes  found  in  the  connective-tissue  coat.  Lipomata  are 
formed  in  the  submucous  connective  tissue  in  the  shape  of  rounded 
or  polypoid  tumors.  They  usually  project  inward,  but  sometimes  out- 
ward beneath  the  peritoneum.  They  may  also  appear  in  the  form  of 
numerous  vellow  nodules  beneath  the  mucous  membrane. 

Myomata  occur  in  the  form  of  rounded  tumors  which  originate  in  the 


614 


TiiK   i)i(:t:sTi\'i':  svstkm 


muscular  oat.  hut  may  gradually  separate  themselves  from  it  and  pro- 
ject inward  nr  outward.  The  suhniucHUS  myomata  are  at  first  small 
tumors  lying  loosely  attached  in  the  suhmucous  tissue.  As  they  ^ron- 
larger  they  push  the  nuicous  membrane  inward  anil  take  the  sliape  of 
polyjxiid  tumors.  Small  multiple  angiomata  may  lie  found  in  the  stom- 
ach ill  connection  with  similar  tumors  in  the  suhniurosa  throughout 
the  Kiistni-intestinal  canal.  (See  rcfen-nccs  to  Brnnecke  and  MacCallum, 
font-note,  p.  6;J9.)  Lymphomata  in  the  wall  of  the  stomach  are  seen  id 
some  cases  of  leiik»>mia. 

Sarcomata  of  the  stomach  are  rare.  In  some  of  the  tumors  of  the  wall 
of  the  stomach,  which  ai'e  ordinarily  called  cancerous,  the  structure  ia 
not  well  defined,  and  it  is  possible  that  liome  of  them  are  sarcomata. 


r  s])in(lle-cellcd,  and 


Karcomaia  of  tlie  stomach  may  be  roiuid-i 

mixed  forms  occur— myxn-sarconiii,  anf;i"-san'oina,  etc' 

Adenoma.  —It  has  been  already  mentioned  that  in  some  of  the  papil- 
lary tumors  <if  the  mucous  membrane  there  is  a  considerable  growth  of 
tnl)u]i-s  lined  with  cylindrical  epithelium  (Fig.  ;fllli.  Hesides  these  we 
find  in  the  submucous  coat  cin  iiinscribed  tumoi-s  composed  of  tubules 
irregular  in  form  anrl  lined  with  one  nr  nioi-e  layei-s  of  cylindrical  epithe- 
lium, like  those  of  tlic  gastric  munnis  membrane.  (See  Adenocarcinoma 
below. ) 

Carcinoma  of  the  stomach  is  usually  primary,  but  is  occasionally  sec- 
ondary to  cancer  elsewhere.     It  is  iif  i-elativcly  common  occurrence,  the 

.,  p.  IH.*),  iniM).  bihl.;  alw  Fenviek,  Lmofeel, 
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stomach  in  Welch's  analysis  of  over  110,000  cases  being,  next  to  the  uterus, 
the  organ  most  frequently  affected. 

The  situation  in  Welch's  summary  of  1,300  cases  '  was  :  in  the  pyloric 
region,  791;  lesser  curvature,  148;  cardia,  104;  posterior  wall,  6S;  in- 
volving a  greater  part  of  the  stomach,  61;  greater  curvature,  34;  anterior 
wall,  30;  fundus,  19;  multiple  tumors  in  45  cases.  Carcinoma  of  the 
stomach  is  rare  in  childhood.' 

Carcinomata  of  the  stomach  occur  in  various  forms.  There  may  be 
larger  or  smaller,  flat  or  rounded  or  lobulated  growths  projecting  from 


the  inner  surface  of  the  stomach  (Fig.  392).  The  mucous  membrane 
over  them  may  be  intact  or  with  a  portion  of  the  tumor  may  ulcerate. 
The  destructive  process  may  advance  so  that  some  of  the  ragged  or 
smooth-edged  ulcers  may  reach  a  large  size.  The  wall  of  the  stomach 
may  be  involved;  peritonea!  adhesions  may  form,  or  perforation  may 
occur.     On  the  other  hand,  the  carcinoma  may  grow  in  the  form  of  a 

'  Wdth.  Pepp-Hn  "Systeii 
'  See  Oiter  and  .WtCra*  a\ 
vaLlxxi.,p.  5S1,  1900. 
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•Ufliise  infiltration  of  the  hiiII  of  the  stnmiifh  (Fig.  MY-i}.  Such  tumors 
are  less  liable  to  iilccrate.  They  may  be  overlooked  or  mistaken  for 
a  chronic  infiamiiiatory  lesion. 


Fio.  303.— riE[.ATisor«  Carcinoma  of  the  .Stouai  h. 

Allowing  tlip  infiltrutiri):  rumi  nf  tumor  nrciipyinK  <hc  pyloric  pikI  or  llip  hIoiiibcIi  uiil 

nilvBiirinft  dIuiik  (lie  wall. 

Metastfttic  tumors  in  tlip  liver,  the  lymph-nocles,  iiiid  the  peritoneum 
ire  common,  but  such  meliistases  may  occur  in  any  part  of  the  body. 
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The  most  fommon  type  of  carcinoma  of  the  stomach  is  the  medullary, 
or  so-called  adeno-carcinoma,  in  which  often  to  a  considerable  extent  the 
glandular  type  is  maintained  in  many  parts  of  the  growth  (Fig.  241,  p. 
377).  The  cylindrical  or  polyhedral  epithelial  cells  line  variously 
shaped  alveoli,  which  frequently  maintain  well-marked  lumina.  Cystic 
distention  of  these  may  occur. 

Fibrous  carcinoma,  scirrkua,  is  the  next  most  frequent  type,  and  such 
are  often  the  infiltrating  forms  (Fig.  257,  p.  388). 

The  third  type,  ijdalinous  carcinoma  (Fig.  258,  p.  389),  often  forms 
extensive  growths  and  is  apt  to  invade  adjacent  structures  and  to  estab- 
lish metastases.' 

Stenosis  of  the  pylorus  and  chronic  gastritis,  adhesions,  fistula,  dis- 
tortion of  the  stomach,  perforations,  etc.,  hemorrhage,  suppurative  in- 


Fm.  304— Haih  Baliji  t 

flammation,  are  among  the  frequent  secondary  complications  of  gastric 
cancer. 

Among  the  relatively  infrequent  secondary  cancers  of  the  stomach, 
those  originating  in  the  breast  are  proportionately  large.' 

Cysts  of  the  stomach  wall  have  been  recorded.' 

For  recent  general  bibliography  of  lesions  of  the  slomaeh  see  Thorel,  I.ubarsch  and 

Ostertag'a  ■■F>gebnisBe,"  Jahrg.  V.  tor  1898,  p.  142.' 


'  for  ft  Pane  of  »qii»nii 
664;  »l»i.  FnUerrT.  Jour.  A 

•  ForstatistkM  see  Wrick,  referenre  above. 

•  SthiUlu  lias  Been  a  lar^e  cyst  of  umletermined  orifiin.  Proc.  N.  Y.  Path.  8oc.,  189B-1900. 
'  For  a  Hluilv  of  retrograde  niFtastaseM  of  parrinoma  tliroufih  the  lymph-channels  from 

the  etomach  lo  the  liver  sec  Jacob.  Arbeiten  Path.  Anat.  Tiibingen,  Bd.  v.,  p.  121,  1004. 
See  also  monoKroph  on  the  growth  and  mixle  of  extenwon  of  carcinoma  by  Bomnann, 
Hittheil  a.  d.  Grenigebiet.  A.  Mot.  u.  Hiir.,  First  Siippl.  Heft,  1901. 
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Among  the  various  foreign  bodies  which  by  accident  or  design  may 
be  present  in  the  stomach  may  be  mentioned  hairs,  thread,  string,  etc., 
which  have  l>een  swallowed  from  time  to  time,  uHually  by  hysterical 
women.  These  may  be  closely  packed  together  into  a  large  mass  neariy 
filling  the  cavity  of  the  stomach,  to  which  in  shape  it  may  correspond 
(Fig.  394).' 

The   Intestines. 

HalformationB. 
.Atrksi.\  Am.— .Absence  of  ilie  nnal  opening  U  frequent.    This  may  be  associated 
n-lth  pnrt  lal  or  complete  alrenla  of  the  return  or  of  the  colon  whiuh  may  l>e  represented 
by  wllil  conls.     Bhnil  termlnntkins  of  the  small  tDle»- 

Htlne  may  occur,  or  there  may  be  complete  clasure  of 
thcKUl.     There  may  be  absence  of  continuity  between 
the  tiirKe  and  Mm  all  In  lest  I  ne. 
The  appendix  may  be  absent,  but  thia  la  a  very  rare 
anomaly.* 
Th.^nkposition. — The   position   of    the   intestines 
may  be  (he  opposite  to  that  which  In  usually  found. 
The  Irannposltion  may  affect   all   the  abdominal  vis- 
(era.  or  only  a  alngle  vIkcuh  Ik  (ranspoRed. 
Anomalous   Poai ticks. ^The  Intestines  with  the 
other  abdominal  viscera  may  be  partly  without  the 
alMti)mina]  cavity  in  failure  of  the  abdominal  waits  to 
cloHC  In  development  (see  Fig.  181),  p.  307).    DUplace- 
menls  of  the  colon  are  nut  infrequent.' 
lln'EKTirtiLA. — Citngeni/al  Diifrtimta. — These  are 
moft  frei(iient  in  the  lower  part  of  the  Ileum.     They 
iLsuiUly  HprinR  from  the  convex  surface  of  the  Intes- 
tine, more  rare'y  from  its  attached  border.    In  the 
laller  cii^e  they  are  joined  to  the  mesentery  by  a  fold 
of  |>erltoneilm.     The  diverticulum  forms  a  pouch  from 
one  lo  Ki\  Inches  lotig,  of  about  the  same  diameter  as 
the  Intestine,  smallest  at  Its  free  extremity  (Fig.  395). 
Such  diverticula  do  not  Interfere  with  thefunctkina 
of  ihe  Intestines.      They  occasionally  form  part  of  a 
Flo.  3i».l— DivKHTicTi.iM  OF       hemla.     Sometimes  the  remains  of  these  Intestinal  dl- 
THE  Small  Intkstink.  vcrlicula — called  Meckel's  diverticula — form  soft,  pro- 

jecting tumors  at  the  umbilicus*  In  children.  Micro- 
scopical examination  of  such  tumors  often  shows  the  structure  of  the  Intestinal 
mucus:)  and  miisciilarts.  If  Ihcy  remain  attached  by  a  fibrous  cord  to  the  navel,  this 
cord  may  be  the  cause  of  incarceration  of  a  portion  of  the  Intestines.* 

'  Siirli  n  HiMi'imra,  mptitionpil  bv  Oilrr,  is  in  the  muspum  of  McGill  Ilnivenrity;  another, 
rci><>n.il  by  Findler  (««  Fig.  394l.'i»  in  llie  muspum  of  the  College  at  Physiciana  kod  Sur- 
(cmTi".  \.  Y.  fl<-F  ./ar»6«on,  Med.  News.  Feb.  leth.  1901 ;  alKifmiin'ejt,  Brit.  Med.  Jour.,  vol. 
ii.,  p.  IfiHfl.  I<M)3,  bibi. 

'ForrrrnKPnitnlabwiirpof  the  B|)ppndlx  arc  Schridde.  Virrh.  Arch.,  Bd.  clxxvii.,  p.  tSO, 
1904. 

'  Fi>r  biiiliograpliv  nf  rpport<?(l  raHps  see  Shnbrr,  Am.  Jour.  He<l.  8ci.,  voL  cxvi.,  p.  406, 
1808. 

'  F<ir  bibliogmpliy  nF  umbilical  tumors  nrf  Oiannftlatio,  Arch.  gfn.  de  MM.,  t.  Ui.,  p.  SB, 
1900. 

'  For  bibliofpraphv  spc  /fiVumon, 
IIH.  IK9R,  For  ckbp  at  volvulus  of  M 
Bull.,  voL  xii.,  p.  326,  1901. 
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Acquired  Divertirula. — Not  infrequently  one  Hndx  at  autopHleH  either  Id  the  smi^l 
or  large  Inteatloc  diverticula  or  hemlte,  which  project  from  the  exterior  of  the  gut, 
usually  near  its  mesenteric  attachment.  These  conslxt  of  the  mucous  membrane 
which  has  Ijeen  crowded  through  the  muacutarls  and  la  covered  by  aeroaa.  TTiey  may 
fonn  in  connection  with  the  appendbc.  These  so-called  "  false  diverticula"  may  be 
large,  but  aregenerally  not  larger  than  a  pea;  they  may  be singleor  numerous  (Fig.  396). 


Fio.  31*0. ^Multiple  r'Ai^E  Diverticui^  of  the  Imoiink. 

They  as  a  rule  cause  no  functional  disturban'-e,  but  may,  through  the  nccumulatlon  of 
fsM^a]  material  within  them,  be  the  seat  of  perforation.  InduMn^  abscesses  or  peritoni- 
tis.    Or  they  may  lead  to  local  adhesion  to  adjacent  part.s.' 

Cloac.e. — The  rectum  may  open  Into  the  blivider.  urethru.  or  vajtlna.  Thus 
cloaca'  arc  formed  whlt^h  are  often  assooiated  with  other  malfommt Ions  of  the  abdom- 
inal wall,  intestines,  and  generative  oi^ans. 

lac&rceration. 

1.  The  most  common  form  k>  that  in  which  a  portion  nf  Intestine  is  strangulaled  by 
a  fibrous  band.  Such  fibroUH  bands  are  the  result  of  t>erltonltis  or  may  be  of  ftptal 
origin.  They  pass  from  the  Intestines  to  the  atxlomlnal  wall,  or  from  one  part  of  the 
Intestlnci  to  another.  The  intestine  becomes  In  nomc  way  caught  under  one  of  these 
bands  and  Is  compressed  by  it.  The  stricture  thus  produced  may  load  to  a  gradual  ac- 
cumulation of  fa-ce'«  In  the  lntc.it ino  above  It,  and  may  last  for  a  long  time  before  death 
ensue.  In  other  cases  the  stricture  Interferes  at  once  with  the  circulation  of  the  blood ; 
the  Intestine  Is  Intensely  congested,  beromes  gangrenous,  and  death  lakes  place  with 
the  symptomjj  of  general  peritonitis. 

2.  A  portion  of  Intestine  becomes  caught  in  some  abnormal  opening  In  the  mesen- 
tery or  omentum,  or  In  the  foramen  of  Wiiwlow,  or  between  the  two  layers  of  the  me»- 
tntery.  ^Ve  have  seen  a  case  In  which  twelve  feet  of  Intestine  had  passed  through 
a  small  openln.^  In  the  mesentery. 

3.  A  coll  of  intestine  makes  a  half  turn  at  Its  base,  so  that  ihc  two  sides  of  the 
loops  cross  at  Its  base.  In  this  way  the  lumen  of  the  Intent  Inc  is  completely  closed  and 
the  vessels  are  compresseil.  so  that  congestion,  peritonitis,  and  gangrene  result.  This 
form  of  Incarceration  Is  most  frequent  in  the  ascending  colon.  In  the  small  Intestine  It 
may  occur  when  the  gut  Is  fixed  by  old  adhesions. 

4.  A  portion  of  the  Intestine,  with  Its  mesentery,  makes  one  or  more  complete  turns 
on  Itself,  closing  the  canal  and  compressing  the  vessels. 

5.  A  portkin  of  the  intestine  makes  a  half  or  entire  turn  about  Its  longer  axb. 
Thto  Ls  very  rare,  and  occurs  only  In  the  colon. 

6.  The  mesentery  of  a  part  of  the  Intestine  Ls  long  and  loose,  In  consequence  of  a 

'  Consult  Fitchrr.  "Fkise  DivertLcuU  of  the  IntPStinc,"  .lonr  Exp,  Med.,  vol.  v..  p.  333, 
1901.  bibt. :  also  Berr.  Am.  Jour.  Hed.  Sci.,  vol.  rxxviii.,  p.  135,  1904.  For  diverticula  of 
kppendix  see  Coming,  Albany  Hed.  AnnaU,  Dec.,  1005. 
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dragging  down  of  the  Intestine  by  a  liemla  or  by  habitual  const IpiU Ion.  The  portion 
of  Inteatlne  thuR  permitted  to  hang  down  Ix  habitually  filled  with  Uvcea.  and  by  lla 
prcHaure  on  some  other  part  of  (lie  Intestine  produces  an  Incomplete  stricture. 

IntuaauBception . 

Thin  change  of  position  consists  In  the  Invagination  of  one  portion  of  Intestine  In 
another  portion  IF)g.  307).  t'sually  this  lakes  place  In  the  direction  of  the  peristaltic 
movements,  from  :ilmve  liownwant:  more  rarely  In  the  opposite  direction. 


A  portion  of  the  gut  is  <'iiiii|dFli-ly  InvaginBlnl  in  tlic  »iitni>'»t  U-luw  and  nlrangulftted. 

The  parta  are  found  In  the  following  condition:  There  are  three  portloas  of  Intes- 
tine, one  within  the  other.  The  Inner  portion  It  rontlniioua  with  the  Intent ine-i  above 
the  Intussusception;  Its  pcrllunc:kl  coal  face.s  out  ward.     The  outer  portion  Is  continuoua 


Fio.  398. 


«ith  the  intestine  below;  ll.s  peritoneal  coat  also  faces  outward.  The  Inner  portion  Is 
turned  Inside  out,  Ita  mucous  membrane  Ih  in  contact  with  the  mucous  membrane  of 
theouter  portion.  In  rare  cases  the  Intussusreptlon  Is  complicated  by  the  Invagination 
of  a  second  portion  of  Intestine  In  the  inner  lul»,  and  even  by  a  third  Intusnusception 
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Lnto  the  Mcond  one.  These  changen  occur  both  In  the  large  and  small  Intesttnei  most 
frnquentty  the  lower  part  of  the  Ileum  la  Invaglnated  In  the  colon.  The  Invaglnated 
portion  may  be  from  a  few  Inches  to  several  Teet  In  length.  The  lesion  Is  most  frequently 
foimd  in  early  childhood. 

The  Inliiiwiuceptlon,  by  the  dragglnj;  and  folding  of  the  mesentery  which  It  In- 
volves, may  lead  to  Intense  congestion  of  the  parts,  and  even  to  large  htemorrhages  be- 
tween the  coats  of  the  Intestine.     The  congestion  may  induce  fatal  peritonitis,  or  gan- 


Flo.  400. — I  NO  Ul  HAL  Hernia — Ohental. 


greneof  the  Intestine,  or  chronl?  inftanunatlon  and  adhesions,  and  the  patient  may  live 
for  a  considerable  time  with  symptoms  of  stricture.  In  other  cases  the  Invaglnated 
portion  of  (he  intextlne  sloughs,  the  outer  and  Inner  portions  become  adherent,  and  the 
patient  recovers,  with  or  without  stricture. 

Besides  thiK  grave  form  of  Intussusception  we  often  find,  especially  In  children,  one 
or  more  small  Invagination.'!  not  attended  with  congestion  or  Inflammation.  These  are 
agonal  or  are  formed  immediately  after  death  <Fig.  308). 

Hemia. 

The  dislocation  and  protrusion  of  the  wltole  or  a  part  of  an  internal  organ  from  its 
normal  position  Is  called  hernia.  This  may  occur  In  various  parts  of  the  body,  but 
most  frequently  Involves  the  abdominal  vbcera,  especially  the  intestine  or  omentum. 
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In  the  most  common  form  of  the  so-called  inguinal  hernia,  which  Is  of  frequent  occur- 
rence in  men,  there  Ls  a  descent  into  the  inguinal  canal  of  either  a  loop  of  intestine  (Fig. 
399)  or  a  portion  of  the  omentum  (Fig.  400).  For  a  description  of  the  various  fomiB 
of  hernia  we  refer  to  works  on  surgery. 

Dilatation  of  the  Colon. 
This  may  be  congenital  or  acquirc<l  and  is  sometimes  excessive.* 

WOUNDS—  BXJPTT7BES. 

Penetrating  wounds  of  the  intestine  usually  prove  rapidly  fatal,  either 
from  shock  or  from  peritonitis.  Sometimes,  however,  the  wound  be- 
comes closed  by  the  formation  of  adhesions  with  the  neighboring  parts. 
Sometimes  the  wound  in  the  intestines  becomes  adherent  at  the  position 
of  the  wound  in  the  abdominal  wall,  and  an  intestinal  fistula  is  formed. 

Rupture  of  the  small  intestine  is  not  infrequently  produced  by  severe 
blows  on  the  anterior  abdominal  wall.  It  is  noticeable  that  such  blows 
may  not  produce  marks  or  ecchymoses  of  the  skin.  Such  ruptures 
usually  prove  fatal  very  soon,  but  sometimes  the  patient  lives  several 
days  and  the  edges  of  the  rupture  undergo  inflammatory  changes. 

Strictures  of  the  intestine  are  sometimes  followed  by  rupture  of  the 
dilated  intestine  at  some  point  above  the  stricture.^ 

DISTX7BBANCES    OF    THE    GOtCTTLATION— H2K0BBHAGE. 

Hyperaemia  of  the  intestine  may  be  inflammatory  in  character  or  it 
may  be  associated  with  disturbance  of  tne  portal  circulation.  Under 
both  of  these  conditions  ecchymoses  may  occur.  Pigmentation  may  fol- 
low large  or  small  interstitial  haemorrhages. 

As  a  result  of  embolism  or  thrombosis  of  the  mesenteric  vessels  hsemor- 
rhagic  infarctions  may  occur,  sometimes  involving  a  considerable  portion 
of  the  gut.'  Haemorrhage  into  the  lumen  may  follow,  or  gangrene,  or 
inflammation.  The  latter  processes  are  readily  induced  in  the  injured 
regions  by  the  bacteria  constantly  present  in  the  intestinal  contents. 
Septic  emboli  may  induce  suppurative  inflammation  in  the  mesentery  and 
in  the  wall  of  the  intestine. 

Intestinal  haemorrhage  may  occur  in  venous  congestion,  as  in  certain 
forms  of  cirrhosis  of  the  liver.  It  may  follow  ulceration,  in  typhoid  fever, 
in  chronic  colitis,  in  malignant  tumors,  etc. ;  it  may  accompany  infarction.* 

DEGENERATION. 

Amyloid  Degeneration  may  be  associated  with  a  similar  process  else- 
where in  the  bodv.  The  *iodin  test  mav  reveal  the  existence  of  this 
alteration  in  the  villi  of  the  small  intestine. 

*  See  FiU,  Am.  Jour.  Med.  Sci.,  vol.  cxviii.,  p.  125, 1899,  bibl. ;  also  Griffith,  Trana.  Aasn. 
Am.  Phys.,  vol.  xiv.,  p.  1,  1899. 

'  Sec  summary  of  ca*»os  by  Gallaverdin,  Ga7..  des  H6pitaux,  Aug.  24th  and  Slst,  1901,  bibl. 

*  For  a  further  consideration  of  thrombosis  of  the  mesenteric  veins  consult  IFefcA,  All- 
butt's  "System  of  Medicine,"  vol.  vi.,  p.  218.  See  alsostudy  by  Jackson,  Porter,  undQuinby, 
Jour.  Am.  Med.  Assn.,  vol.  xHi.,  p.  1469,  1904. 

*  For  reference  to  occult  hsemorrliage  in  gastro-intestinal  canal  see  Jaworaki  and  KoroUwieg, 
'■fK)t-notc,  p.  (t(H>. 
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INFLAHKATION. 

Inflammation  of  the  Small  I.ntkstink.     {Enteritis.) 

Acute  Catarrhal  Enteritis. — This  may  occur  under  conditions  simiinr 
to  those  inciting  catarrhal  inflammation  in  the  stomach.  It  may  he  local 
or  general  and  may  be  associated  with  simihir  processes  in  the  stomach 
and  colon.  In  ptomain  poisoning  the  lesions  are  often  severe.  Com- 
paratively mild  forms  of  the  lesion  may  pi-edispnse  the  intestine  to  the 
incursions  of  intestinal  bacteria  and  the  devolopment  of  more  severe 
forms  of  destructive  lesions.  The  mucosa  may  be  reddened  or  ecchy- 
mosed,  and  covered  with  mucus  mingled  with  degenerated  epithelium 
and  leucocytes.  The  epithelium  may  be  degenerated  and  peeled  olT  {Fig. 
401),  and  the  cylindrical  cells  may 
be  distended  with  mucus  formed 
within  them — "beaker  cells." 

The  solitary  and  agminated 
lymph-nodules  may  be  swollen  from 
hyperplasia.  When  this  hyperpla- 
sia is  marked  (Fig.  402),  the  lesion 
is  often  called  jollicular  or  nodular 
enteritis,  and  erosions  and  ulcera- 
tion may  occur  (Figs.  410  and  411).' 
This  lesion  is  especially  common  in 
children  suffering  from  various  types 
of  acute  infection.  For  hyperplasia 
of  the  lymphoid  tissue  of  the  intes- 
tine in  typhoid  fever  see  p.  2H0. 

Chronic  Catarrhal  Enteritis. — 
This  may  follow  the  acute  form  or 
occur  independently.  It  often  ac- 
companies many  forms  of  chronic 
disease  of  the  heart,  kidneys,  lungs, 
etc.  The  mucous  membrane  may 
be  covered  with  mucus;  ecchymoses, 
erosions,  and  pigmentation  are  fre- 
quent. There  is  hyperplasia  of  the 
interglandular  tissue  of  the  mucosa 
and  the  submucosa.  In  this  way 
there  may  be  atrophy  of  the  glands, 
and  the  mucous  membrane  may  be  thin  and  fibrous.  The  muscularia 
may  also  be  involved  and  atrophied.  The  submucosa  and  the  muscular 
layer  may,  on  the  other  hand,  be  thickened  from  the  new-formed  fibrous 
tissue. 

Pseudo-membranous  Enteritis  may  occur  in  connection  with  a  similar 
condition  in  the  colon,  in  infectious  diseases,  in  chronic  diseases  of  the 

lular  eDteritis  fur  this  lemon  toA  call  it  nodular 


Fio.  -iOl. — .Vltte  Catarruai 
Showing   (he  open   end   of 
tubular  glands  willi   exfoliati 
iDtegraliiig  epil helium. 
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liver  and  kidney;  in  cachectic  conditions,  or  as  the  result  of  the  ingestion 
of  irritant  poisons.  The  mucous  membrane  may  be  the  seat  of  superficial 
necroses,  sometimes  in  patches,  and  the  pellicle  may  consist  largely  of 
mucus  with  necrotic  epithelium.  Fibrin  may  be  present,  and  fibrin  and 
extra vasated  leucocytes  and  serous  fluid  may  infiltratethesubmucosa. 


Exudative  or  Suppurative  Enteritis  is  rare.  Purulent  foci,  usually 
metastatic  in  orisin,  may  form  in  the  wall  of  the  intestine.  A  more  dif- 
fuse suppuration  maj'  follow  infection  after  obstructi<m  or  strangulation.* 

Tuberculous  Enteritis. — The  lymph-nodules  and  I'eyer's  patches  are 
often  involved  in  intestinal  tuberculosis  and  often  ulcerate  (Fig.  403). 


Fia.  403. — TiiBBiiouL.ors  Ulcew  or  the  Smti.  Isthitinb. 

In  the  iBrnor  uIpitm  the  miicouE  mpmbruie  u  »]mon(  pntirply  iconp.  leaving  the  IDumuIbiu 

mpoacd  at  the  bottom. 

Miliary  tubercles  may  be  present  with  cheesy  degeneration  (Fig.  404)  and 
the  subperitoneal  lymphatic  vessels  are  often  involved  and  may  appear 
as  white,  nodular,  branching,  slightly  elevated  cords,  running  around  the 

fntis  .\faerill;m.    .lolin^   Hopkins   Hoq).    Bull., 
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gut  (Fig.  405).  Tuberculous  ulcers  are  apt  to  extend  most  rapidly  in  a 
direction  transverse  to  the  axis  of  the  gut  (Fig.  406),  differing  in  this 
respect  from  typhoid  ulcers  (see  page  232).     But  to  this  there  are  fre- 


Fio.  4(M.— Section  of  a  T 
Showing  tubercle  tissue  with  miliiu. 

There  are  miliary  tubercle  brneath 


iKi.      (Sec  Fifi.  406.) 


quent  exceptions.     Tuberculous  ulcers  rarely  perforate.     (See  for  other 
forms  of  tuberculosis  of  the  intestine  page  6.J4.') 

The  mesenteric  lymph-nodes  arc  frequently  involved  in  either  active 
or  inactive  tuberculpsis  in  any  part  of  the  body.  They  may  not  show 
gross  lesions,  but  the  microscope  may  show  characteristic  lesions  or  tu- 


bercle bacilli.  Frequently,  when  neither  leninns  nor  bacilli  are  demon- 
strable, inoculation  of  guinen-pigs  shows  that  the  nodes  are  infected. 
The  mesenteric  nodes  are  frequently  infected  without  other  tuberculous 
lesions  in  the  body,' 

>  For  Hlatixlic*  of  intestinal  tuberrulosis  see  ZiAn.  Mfinph.  roed.Woch.,  p.  49.  1902:  alao 
Nebtithati.  ibid.,  pp.  1246  sikI  1301).  I<)()3:  a.liiiy  Wat/r>ifr.  ibid.,  pp.2036  and  209G,  1903:  also 
/pvn.  B<Tt,  klin.  Wochenachr,  p,  791.  1906.  For  pnwnpe  of  tubercle  bacilli  in  meaentrric 
fynx^-nodiviuv  MarFadifrnaniXMarriinkei;.  Brit.   Med,  Jour.,  vol.  ii..  p.  129,  1903. 

•  8w  Ri'Bfnbrrgrr.  Am.  .lour.  Mnl.  Sri.,  ml.  cxw..  p.  O.'i,  190.5. 
4(1 
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Syphilitic  Ulcers,  originating  in  the  lymphatic  stnictiires,  are  some- 
times foiinil  in  infantile  svpliilis. 

Duodenal  Ulcers  may  he  tuberculous  or  may  fallow  extensive  burns. 
In  the  latter  fiise  their  mode  of  origin  i3ol>scure.  They  may  occur  under 
a  variety  of  other  conditions.' 

Other  Forms  of  Ulcers. — The  solitary  and  agminated  lymph-noduies 
frequently  undergo  hyperplasia,  in  infectious  diseases,  after  extensive 


bums,  in  various  forms  of  inflammation  of  the  intestine.  Hyperplasia 
of  the  lymphatic  tissue  —  see  p.  623  —  with  ulceration  is  especially  fre- 
quent in  children. 

InFI.AMM.^TIOX  OFTHE  L.^RCE  IxTEHTINE.       (CoUtis.) 

The  mucous  membrane  of  the  large  intestine  is  frequently  the  seat  of 
acute  and  chronic  inflammatory  and  necrotic  proi'esses  known  clinically 
as  dysentery,^  The  rectum  is  most  often  involved,  but  sometimes  the  up- 
per part  of  the  colon" and  sometimes  the  whole  colon  is  afTected. 

Acute  Catarrhal  Colitis. — This  process  is  frequently  limited  to  the 
lower  end  of  the  colon  and  presents  several  types.  There  may  be  an  in- 
creased production  of  mucus,  which  coats  the  surface  of  the  mucous 
membrane  and  is  mixed  with  exfoliated  and  fatty  or  disintegrated  epi- 
thelium and  red  blood  cells.  The  surface  epithelium  may  be  degenerated 
and  exfoliate,  many  "  beaker  relic  "  being  present,  indicating  the  source 
of  over-production  of  mucus  (Fig.  407).  The  mucous  membrane  may 
be  congested  and  infiltrated  with  serum  and  leucocytes.  Again,  with 
conditions  similar  to  those  just  described,  there  may  be  a  purulent 
exudate  in  the  mucous  membrane.  There  is  a  form  of  catarrhal  colitis 
in  which  there  is  a  more  or  less  extensive  formation  of  new  connective 
tissue  between  the  glands  and  in  the  submucosa.  Finally,  there  may 
be  small  or  extensive  ulceration  in  the  involved  areas  of  the  mucosa. 

Acute  Infectious  Colitis  (Tropical  Dysentery)  is  of  especially  frequent 

'  For  a  study  of  duodpnftl  ulcpni  net  Wrir.  Hedirkl  Rccoril,  vol.  Ivii.,  p.  749,  tOOO,  bibl. 

'The  clueiiinstioii  of  tlimo  Iraionx  ia  with  our  present  knowledge  unsstiafftctory,  and 
la  largely  based  upon  morphology.  In  some  phases  of  so-called  dysentery — infectious 
colitis — however,  the  nature  of  the  eiritant  is  taken  into  the  account.  Consult  for  a  special 
study  of  forms  of  colilis  seen  iu  New  York,  DiiafiM.  Aro.  Jour.  Med.  8ci.,  vol.  lOtiv.,  p.  401, 
1897. 
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occurrence  in  warm  countries  and  is  often  epidemic.  In  one  group  of 
cases  (o)  the  disease  iii  probably  incited  by  protozoa — amcebK  coli;  while 
in  the  other  (b),  l)acteria,  some  apparently  related  to  the  typhoid-colon 
bacillus  group,  and  possibly  others,  are  believed  to  be  the  excitants. 

(a)  AsHKiiic  CoUTis.— Thid  form  of  colitis  is  apparently  incited  by 
the  presence  in  the  wall  of  the  intestine  of  the  Amopba  coli. 

The  amrebff  are  found  in  the  gelatinous  masses  which  are  common  in 
the  s    OS      Thej  a  e  of  ro  nded    hape     a        hen  a     e,  change  their 


r\*yn#j. 


—.4  CUTE  Catarhkai.  Colitis. 
e  tubular  gIsnJs.  especially  near  their  mouths, 


mufus  with  ileetructio 

1  which  covoTB  the  surface. 
n  ulcerated  area. 


i-xfoliatioQ  of  thfi  celU.     The  tubules  a 
the  right  is  nerrolic  »i 


position  and  shoot  out  and  retract  tittle  projections  (pseudopodia). 
Their  outer  portion  is  composed  of  a  pale  hyaline  or  homogeneous  sub- 
stance; the  inner  contains  vacuoles  and  is  more  refractive  (see  p.  114). 

In  the  colon  the  amnb®  are  found  in  the  connective- tissue  coat  (Fig. 
408)  and  in  the  floors  of  the  ulcers. 

Amteba  excites  at  first  a  moderate  exudative  and  productive  inflam- 
matioD  followed  by  necrosis.  Thus  ulcers  are  formed.  The  ulcers  may 
be  superficial  or  deep,  sometimes  extending  to  the  peritoneum;  they  en- 
large by  infiltration  and  necrosis  at  their  edges,  so  that  extensive  destruc- 
tion of  the  mucous  membrane  may  occur.  The  am<ebs  may  be  present 
in  the  connective  tissue  at  the  base  or  sides  of  the  ulcers.  Not  infre- 
quently, owing  to  bacterial  infection  from  the  intestinal  contents,  vary- 
ing degrees  of  suppurative  infiammation  may  complicate  the  lesion. 

Necrotic  and  suppurative  processes  may  be  set  up  in  the  liver  (see 
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p.  593)  and  in  the  right  lunjt.  and  in  these  lesions  the  amoeba  may  be 
found. 

(h)  AruTK  IsFKCTinrs  Colitis  with  Bactkrial  Excitants. — 
The  lesions  in  those  forms  of  infectious  roHtis  whicli  are  not  associated 
with  aniu-ba  are  varied,  and  it  is  rn-t  yet  possible  to  give  a  very  precise 
morpholopifiil  phararterization  of  them.  In  general  it  may  be  said  that 
the  lesion  when  pronounced  is  pseudo-membranous,  exudative,  and  ne- 
crotic, with  more  or  less  ulteralion  of  the  mucosa  and  submucosa. 

The  earlier  bacterial  studies  of  the  various  typos  of  infectious  cohtis 
— dysentery — tropical,  epidemic,  sporadic,  or  pseudo-membranous,  gave 
little  definite  data.  Many  bacteria  were  founil.  most  <if  them  of  species 
not  infrequently  present  in  the  normal  intestine.  In  1897,  however, 
Shiga  made  a  careful  study  of  a  series  of  cases  in  a  serious  dysentery 
epidemic  occurring  at  that  time  in  Japan.  Shiga  found  constantly  in 
these  cases  a  bacillus — Barillus  di/scntcrite — not  normally  present  and 
pathogenic  for  animals,  which  gave  agglutinative  reactions  with  the  serum 


of  the  dysentery  patients.  This  bacillus  was  formerly  regarded  aa  simi- 
lar to  the  typhoid  bacillus,  but  can  now  l)e  readily  <lifTerentiated  from  it.' 
Two  years  later  Kruse  found  a  simihir  bacillus  in  cases  of  dysenterj'  oc- 
curring in  Germany,  and  Flexner  and  Strong  have  found  one  which  they 
believe  to  l>e  identical  in  the  Philippines.  It  has  since  been  found  in  nu- 
merous instances  in  the  United  States. 

Considerable  doubt  has  arisen  regarding  the  significance  of  many  of 
the  later  determinations  owing  to  the  fact  that  until  recently  some  of  the 
distinctive  biological  characters  were  not  generally  known,  and  that  the 
agglutination  reactions,  if  riot  carried  out  with  extreme  care,  may  lead 
the  observer  astray. 

We  cannot  enter  here  upon  the  details  of  the  various  studies  of  this 
subject.  It  at  present  seems  likely  that  the  Shica  bacillus  is  the  excitant 
of  some  forms  at  least  of  tropical  and  epidemic  or  sporadic  dysentery. 

'  Sw  flin  and  Rvgaelt,  Mtnl.  Npwit,  vut.  Ixxxii.,  p.  280.   1903. 
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Whether  the  occurrence  which  has  been  described  of  this  liacillus  oi-  va- 
riants of  it.  in  other  forms  of  intestinal  disorder,  such  as  some  types  of 
infantile  diarrhcea,  is  of  significance  or  not,  it  is  yet  too  early  to  say.' 
While  the  value  of  protective  serum  prepared  by  animal  inoculations 


Follicular  Colitis 
1  over  Ihe  I  iperplastic  lymph  oodule 


of  Shiga's  bacillus  has  been  claimed,  the  evidence  is  yet  too  meagre  to 
permit  of  final  judgment.' 

Bacillus  pyocyaneus  has  been  repeatedly  found  in  the  discharges  in 
cases  of  dysentery  as  well  as  in  other  intestinal  disorders  under  conditions 
which  justify  the  conjecture  that  it  is  sometimes  at  least  an  excitant  of 


Flo,    <10. — NODCLAH   COLITte    1 

Showing  nernwia  uid  tilcFration  of  thp  lymph-noilule  < 


ig  into  the  luinpn  of  the  gut. 


intestinal  inflammation  and  necrosis.'     Streptococcus  pyogenes  has  been 
repeatedly  found  in  association  with  enteritis  and  colilis.     Intestinal 

'  For  a  Btudv  of  experimenlal  rolilia  aee  Flrxnrr  and  Sutel.  .tour.  Kxp.  Med.,  vul.  viii., 
p.  514,  1906. 

'  For  a  general  fltatemcot  of  forms  and  leviona  of  dyseotei 
organUma  aee  FUxn^,  Thila.  Med.  Jotir,  vol.  vi.,  p.  414,  I 
Wnvermann'a  "Handbuch  der  Mikroorganigmen."  Bd,  i.,  p 

'BeeLanieau,  Jour.  Exp.  Meil.,  vol.  ili.,  p.  aan.  IR9)t. 
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infection  with  streptococcus  is  more  frequent  and  significant  in  children 
than  in  adults.' 

Nodular  Hyperplasia. — In  many  cases  of  catarrhal  and  croupous  inflam- 
mation of  the  colon  and  of  acute  infections,  especially  in  children,  the  soli- 


tary foUi.les  (lyni|>h -nodules)  become  more  or  less  swollen  and  necrotic. 
Besides  these  cases,  however,  there  are  others  in  which  the  changes  in 
the  nodules  form  the  principal  part  of  the  lesion,  while  the  catarrhal  or 
croupous  inHauiniation  is  but  slightly  developed.     The  lesion  is  similar 


n  (<'Hin-i-in;B)  CoUTla. 

to  thai  in  nodular  hyperplasia  in  the  fmall  intestine.  The  nodules  are 
first  sw()ll('n^hyperplastic — -(FIk.  40((i,  then  necrotic,  then  .slough  away 
anil  Iciivo  little  circular  ulcers  with  overhanKing  edges  (Fig.  410).     These 

■  Soo  r.  Un-irlKhrim.  Kollp  and  \V«M«prmann'»  '■  I'Mh,  Mikroorganiaitwn,"  Bd.  iii.,  p.  336, 
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ulcers  are  usually  numerous  {Fig.  411)  and  may  be  scattered  over  a 
large  part  of  the  colon.  The  ulcers  are  apt  to  show  but  little  disposition 
to  heal,  and  the  acute  colitis  often  becomes  chronic. 

Nodular  Colitis. — In  rare  cases  of  typhoid  fever  and  occasionally 
under  other  conditions  there  are  foci  of  inflammation  with  necrosis  and 
ulceration  irregularly  scattered  and  involving  primarily  not  the  mucous 
membrane  but  the  underlying  tissue.  These  lesions  are  not  be  to  iden- 
tified with  hyperplasia;  of  the  solitary  lymph-nodules  with  ulcerations 


innoctivc-Uatue  coftta. 


which  occur  with  especial  fi-equency  in  children  suffering  fn>rn  acute  in- 
fections.' 

Pseudo-membranous  (Croupous)  Colitis.— This  form  of  innmnniiilion 
may  involve  the  rei-tum  alone,  or  the  entire  len.'ith  of  flic  colon,  or  only  its 
upper  portion.  The  mucous  membrane  is  confiestcd  and  swollen,  and 
coated  with  a  layer  of  false  membrane;  the  connective  tissue  between  and 
beneath  the  irlar.il  tubules  i.s  infiltrated  with  fibrin  and  pus,  and  in  severe 
cases  the  inflammation  involves  the  muscular  and  peritoneal  coats  also. 
The  inflammation  is  usually  more  intense  at  some  places  than  at  others, 
80  that  the  surface  of  the  mucous  membrane  shows  the  false  membrane 
in  isolated  patches.   fFig.  412.)   I^es-s  frequently  there  isauniform  coating 


'  S.1.  Whippl,. 


■.  Hci|>.  IIi>s|>.  Hull.,  V. 
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with  the  false  memltrsine.  In  mild  ciises,  us  the  inflammation  eubsides. 
the  products  of  inflammation  are  ahsorlwd  and  the  wall  of  the  intestine 
returns  to  its  normal  condition.  In  more  severe  cases  the  quantity  of  the 
inflammatory  products  i,-is'i;:rcat  that  portions  of  I  he  wall  of  the  intestine 
bet'onie  neci-otic.  This  necrosis  may 
involve  only  the  glandular  coat,  or  it 
may  extend  deeper  into  the  wall  of  the 
intestine.  The  necrosed  tissue  after 
a  time  sloughs  away,  leaving  behind 
ulcers  of  different  siies  and  depths. 
.\fter  this  the  ulcers  may  cicatrize,  or 
their  floors  and  walls  may  remain  in 
the  condition  of  granulation  tissuefor 
an  indefinite  length  of  time.  When 
the  latter  is  the  case  there  is  added 
a  chronic  inflammation  of  the  wall  of 
the  intestine  between  the  ulcers,  with 
changes  in  the  mucous  membrane 
and  thickening  of  the  connective- 
tissue  and  muscular  coats. 

Necrotic  Colitis. — There  is  a  form 
of  inflammation  of  the  colon  in  which 
considerable  areas  of  the  connective- 
tissue  coat  become  necrotic,  leaving 
the  glandular  coat  undermined  and 
separated  from  the  muscular  coat. 
In  tills  way  large  ulcers  with  over- 
hanging edges  are  developed.  This 
form  of  colitis  is  very  fatal. 

There  is  another  very  fatal  and 
obscure  form  of  necrotic  colitis  which 
appears  to  l>e  septic  in  character. 
-After  death  the  inner  surface  of  the 
colon  is  found  studded  with  little 
blackish  areas  in  which  the  blood- 
ves.*»els  are  gorged  with  blood.  The 
glandular  and  connective-tissue  coats 
are  infiltrated  with  pus  cells  and  there  is  a  superficial  necrosis  (Fig.  413). 
Various  forms  of  micro-organisms  have  lieen  found  in  connection  with 
suppurative  and  necrotic  lesions  of  the  ileum  and  colon — Streptococcus 
pyogenes.  Staphylococcus  pyogenes.  Bacillus  coli  communis.  Bacillus 
proteus,  Bacillus  pyogenes,  and  others.  The  significance  of  these  organ- 
isms is  not  vet  clear.' 


Kto.    414. 


'  !^v  Kriixr  aiu[  FnKi„nU.  Zi4t«.  f.  Hvgiwic  iiiiil  liifkr.,  R-i,  x^■i,,  p. 
rillr.  Tai'd.  BDtl  uthcix,  .\tiii.  aui^w's  ili-H  8r.  MM.,  >---T.  ii..  p.  .'>3I .  INft.'i. 

Sw,  for  fonxidtTation  uf  Htrciitwocfiu  enteriliilix  in  infanrn,  Hin 
.\btli.  T.,  Bel.  xxii.,  ]i.  :)6«,  ISfl7,  bLbl. 

For  a  wtii.lv  nt  intr«tinal  biwtcria  «*■  mit  Krmriighfm,  KoIIp  iimlV 
MikroorgBni'^itii.'ii,"  lid.  ii..  p.  iKT:    nlio  Fi-rd.  "StiKlii-n  Kovnl  Victoriii 


I  RIM :  also  Cfrm- 
-cntnlbl.  f.  Bak., 
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Mucous  Colitis  (Hembranous  Colitis). — Under  a  vnriety  of  obscure  con- 
ditions, probal>ly  sometimes  inflammatory  in  character,  shreds  or  sheets 
or  even  cylindrical  casts  of  the  interior  of  the  gut  are  passed  from  the 
bowels.  These  consist  of  dense  mucus  often  mingled  with  degenerated 
epithelium.' 

Chronic  Colitis. — In  pi-olonged  inflammation  of  the  colon,  marked 
structural  alterations  may  take  place.  The  glandular  coat  may  be  uni- 
formly thickened  or  thrown  into  the  form  of  polypoid  tumors,  or  atro- 
phied, or  destroyed  by  nlcers  of  various  sizes  and  shapes  (Figs.  414  and 


415).  Small  cysts  may  form  from  the  retention  of  mucus  in  the  follicles. 
The  connective-tissue  and  muscular  coats  may  be  thickened  or  thinned. 
Apparently  chronic  colitis  may  follow  any  of  the  forms  of  acute  colitis. 

Repair  may  follow  even  consideral)le  losses  of  sub.stance  in  the  intes- 
tinal mucous  membrane.  The  new-formed  connective  tissue  may  under- 
go slight  or  marked  cicatri<'ial  contraction.  The  denuded  surfaces  may 
become  covered  anew  with  epithelium  derived  from  the  intact  cells.' 


Thk  Ckcim. 

Catarrhal  Inflammation  of  the  c:ccuni  is  not  imcommnn.  It  is  usually 
produced  by  an  habitual  accumulatirm  of  f:cies  in  this  part  of  t4ie  intes- 
tine. The  course  of  the  inflammation  is  usually  chronic,  but  marked  by 
acute  exacerbations.  At  first  the  mucous  membrane  undergoes  the  ordi- 
nary changes  of  chronic  catarrhal  inflanimation.     To  this  may  succeed  a 


vol.  ;..  lixn,  r^-mimf  an<l  bibl. :  aii 
For  k  stu<ly  of  the  prrmMibility 
Hvjpenp,  etc.,  H<i. 
IB06,  bibl.  Spp.  for 
vol.  Kv,.  p.  811,  1!KW 
RaUii   sn.l    Lirherm, 


rinK.  Cbl.  f.  link,,  Ahlli.  I..  Itil.  xxxvi.,  p.  13,  1904. 
ic  iiilcMtiiiaE  won  fur  hapliria  «■«•  Klimmkn,  Zpitii.  f. 
■,  IWU,  anil  rff™ftnm»T,  IMitwIi.  tn«t.  Wiwli..  p.  ISBl, 
iif  sbaorption  in  Khr.  InrRr  iiiti-Klini-.  Hrrmrr,  Jour.  Miil.  Rtv., 
Aluilv  of  llip  cBii-u-  of  ili-ntli  of  liiutiTia  it>  llir  Miiall  iiilnttiiic  mm 
™t.  An'li.  klin.  M«l..  11.1.  Ksviii,.  p.  4i:t.  I'MM. 
'  Nuincroiw  obBrrvatioiut  have  hn'n  iiiacli-  unil  a  lorp-  bibliiiRrapliv  lisn  brpn  Katlicml  cm 
wliat  ii,  rallpii  mrmbninouii  rnlrrilit  or  r.Vi/.'-,  for  Bliirli  (Up  r.-«.l[T  i.inv  .■on-iilt  Biitirr,  N.  Y. 
Mod.  Jour.,  I»ec.  2Rtli,  1995,  or  AkrTlniHl,  .\nli,  f,  ViTil,iiiuii|ck™iikhfitrii,  \M.  i.,  p.  396, 
1896. 

'  For  iiBluriv  of  regptierstion  of  intestinal  cpitlirliiim  «*y«.-Hu  ati<]  Ilranrn.  .tnli.  rl.  mM. 
px|i.,  vol. -liv..  1002,  p.  41)5.  Foraalmlvof  Uii'UssiH'iationof  thnrrviKoof  l.ieberkiitm  with 
lvm|)li-no.lulps  in  tlw  colon  bpp  Schilling.  Ontrbl.  I.  I'alli..  \M,  .nvi,,  |>.  90,  1905, 
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slow  suppurative  inflammation  which  extends  through  the  wall  of  the 
intestine  and  gives  rise  to  ulcers  and  perforations. 

Through  these  perforations  the  faeces  may  pass  into  the  peritoneal 
cavity,  or  the  perforations  are  partly  closed  by  adhesions,  and  abscesses 
are  formed,  or  sinuses  into  the  surrounding  soft  parts. 

Chronic  Hyperplastic  Tuberculosis  of  the  Ileo-caecal  Region  and  Other 
Parts  of  the  Intestine. — Attention  has  recently  been  called  to  a  peculiar 
form  of  tuberculous  inflammation  of  the  intestine  which  is  characterized 
by  the  extensive  formation  of  small  spheroidal-celled  and  fibrous  tissue, 
especially  in  the  submucosa  and  often  involving  the  muscular  wall  and 
the  subserous  layer.  Miliar}"^  tubercles,  cheesy  degeneration,  and  ulcera- 
tion are  not  usually  conspicuous  features  of  the  lesion.  The  ileo-caecal 
region  is  most  often  involved,  the  rectum  less  frequently,  while  the  lesion 
is  rarely  limited  to  the  ileum.  Both  the  large  and  small  intestine  may 
be  involved  together.  The  new  tissue  may  form  a  circumscribed  annular 
thickening  of  the  wall  of  the  gut,  or  it  may  occur  as  a  distinct  tumor  or 
as  polypoid  projections  of  the  mucous  membrane.  The  intestine  in  the 
vicinity  of  the  involved  portion  may  be  enclosed  in  a  mass  of  fibrous  fat 
tissue.  Owing  to  the  thickening  of  the  wall  of  the  intestine  the  lumen 
may  be  much  narrowed  or  nearly  completely  stenosed.  On  section  of  the 
thickened  areas,  caseous  foci  may  be  revealed;  ulcerations,  in  rare  cases, 
may  be  absent ;   more  often  they  are  moderate  or  extensive. 

The  microscopical  examination  shows  that  while  mihary  tubercles  and 
cheesv  degeneration  are  commonlv  to  be  detected,  the  new  tissue  consists 
in  the  main  of  collections  of  small  spheroidal  cells  with  more  or  less 
fibrous  stroma  and  occasionally  giant  cells,  and  of  moderately  cellular  or 
dense  fibrous  tissue.  The  polyhedral  cells  common  in  tuberculous  in- 
flammation arc  not  as  a  rule  conspicouus.  The  new  tissue  ia  usually 
most  abundant  in  the  submucosa.  The  mucosa  may  be  similarly  thick- 
ened, usually  in  polypoid  form,  or  unchanged;  it  may  show  simple  ca- 
tarrhal alterations  or  mav  contain  miliarv  tubercles  or  be  ulcerated.  The 
muscular  coat  mav  be  also  infiltrated  and  much  thickened  bv  the  new- 
formed  cellular  and  fibrous  tissue  and  there  may  be  muscular  hyper- 
trophy. The  associated  lymph-nodes  may  be  involved.  Tubercle  bacilli 
are  present  in  the  lesions,  sometimes  in  enormous  numbers.  The  process 
appears  to  l)e  sometimes  primary  in  the  intestine;  sometimes  it  occurs 
with  or  follows  tuberculous  lesions  of  the  lungs.  Hyperplastic  tubercu- 
lous lesions  limited  to  the  caecum  have  frequently  been  operated  upon 
under  the  impression  that  the  process  was  cancerous.' 

The  Rectum. 

l^esides  inflammatory  changes  similar  to  those  already  described  as  oc- 
curring in  the  colon,  we  sometimes  find  a  suppurative  inflammation  of 
the  connective  tissue  which  surrounds  the  rectum,  either  associated  with 
lesions  of  the  mucous  membrane  or  occurring  by  itself. 

*  For  a  study  and  bibl.  see  Jjartigau,  Jour.  Exp.  Med.,  vol.  vi.,  1901,  p.  23.     See  also 
Richtrr,   Ziegler's  Beitr.,   Bd.  xxxix.,  p.  191),  1006,  bihl. 
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!n  adults  the  lower  end  of  the  rectum  is  the  part  of  the  intestine 
which  is  the  most  frequent  seat  of  syphilitic  ulceration.  Most  of  these 
uh:ers  seem  to  lie  the  result  of  unnatural  coitus,  or  of  infection  from 
specific  sores  of  the  vulva;  hut  some  of  them  seem  to  lie  due  to  the 
softening  of  Rummy  tumors.  The  ponococcus  is  an  occasional  excitant 
of  infiammation  of  the  rectum. 

Strictures  of  the  rectum  may  be  due  to  tumors,  to  cicatrices  following 
trauma  or  inflammation.' 

Hcsm&rrhoids  (Piles), — Kctasia?  of  the  hemorrhoidal  veins  are  of  fre- 
quent occurrence.  They  are  most  frequent  in  adults  and  iire  usually  due 
to  venous  obstruction  in  cirrhosis,  chronic  constipation,  pelvic  tumors, 


chmnic  infiammation  of  the  rectum,  etc.  The  enlarged  veins  may  he 
within  or  without  the  sphini'lcr^intenial  or  external  hirmorrhoids.  The 
dilated  veins  may  have  thickened  walls  and  may  he  surrounded  l>y  new- 
foiined  connective  tissue.  The  projectinj;  mass  in  external  hiemorrhoida 
may  ccmsi.-it  in  part  of  ililated  vessels,  in  part  of  fibrous  tissue,  and  is 
covered  by  thickened  epithelium  {Fig.  4lfil.  Considerable  hicmorrhaKC 
may  take  plaVc  from  lia-morrhoiils,  and  they  may  afford  a  portal  of  entry 
of  bacteria  leading  to  local  or  (jeneral  infection. 

Thk  Appknoix   VKKMII-OHMIS!. 

Inflammation — Appendicitis. — Inflamniatiun  iif  the  appendix  may  pre- 
.sent  various  phases. 

1.  The  mucous  membrane  may  be  the  scat  oi  aoilc  catarrhal  inflamma- 
tion. This  isof  mild  type  and  short  duration,  with  pongestitm,  swelling, 
and  an  increased  production  of  mucus;  or  it  is  of  .severer  type,  of  longer 
duration,  and  the  cavity  of  the  appPndix  is  distended  by  mucus  and  pus. 

2.  The  entire  thickness  of  the  Wall  of  the  appendix  may  be  the  seat 

*  Fur  biblinemphv  nF  non-niB'iRiiaiil  n'cCil  ^)^lI')ll^'4  sc-o  Prlrrton.  J<iiir.  Am.  Mini.  Amo., 
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of  an  acute ejudalirc  inflammation.  The  nppeiidix  is  very  much  increased 
in  size,  sometimes  totheaize  of  a  niun'»  fincer.  (Fig.  417.)  This  in<Tea8e 
in  size  is  due,  not  to  a  dilatation  of  the  cuvity  of  the  appendix,  but  to  a 
thickening  of  its  walls.  The  walls  are  congested,  swollen,  infiltrated  with 
fibrin  and  pus,  the  peritoneal  coat  is  covered  with  filirin.  There  is 
neither  necrosis  nor  pei-foration.  If  the  appendix  isl>chind  the  cjecum,  or 
if  adhesions  are  formed  early,  there  is  only  a  loralize<i  peritonitis.  If  the 
appendix  projects  freely  into  the  peritoneal  cavity  and  no  adhesions  are 
formed,  a  general  peritonitis  may  l>e  soon  established. 

3.  \X  in\Q  or  more  points  in  the  wall  of  the  appendix  there  is  ancju- 
datire  inflammation  with  necrosis.     In  this  waj- small  or  large  portions  of 


Lwollen  tad  a  pellicle  of  rxudkte 


the  widl  of  tlic  appendix  are  destroyed,  large  or  small  perforations  are 
formed,  and  the  contents  of  the  appendix  escape  into  the  abdominal  cav- 
ity. In  these  rases  the  appendix  usually  contains  a  fa'cal  concretion. 
Svich  perforations  arc  usually  followed  by  the  collection  of  pus  around 
the  appendix  (Fijr.  41S).  The  pus  may  extend  from  this  ahscess-like 
collect  ion  in  any  direclion  and  for  long  distances,  so  that  collections  may 
be  found  dpcp  in  the  pelvic  cavity,  or  under  the  diaphragm,  or  a' 
may  form  at  oilier  remote  points. 
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4.  The  entire  appendix  becomes  gaiujrcnous  within  one  or  two  days, 
-with  the  formation  of  an  abscess,  or  general  peritonitis.  This  is  the  most 
fatal  form  of  appendicitis. 

5.  Inflammation  of  the  appendix  may  lie  secondary  to  catarrhal  or 
croupous  colitis. 

6.  In  typhoid  fever  there  may  be  chanj;es  in  the  wall  of  the  appendix 
of  a  character  similar  to  those  in  the  wall  of  the  small  intestine;  that 
is,  hyperplasia  of  the  lymphoid  tissue  with  necrosis. 


^%Si^*^' 


FlU     418— ACLTF    SlPHRlTUt     \     PIMJICITI. 

remaned  by  o|>pration  twehe  hours  after  fimt  mm 
the  Fxu  tate  I  Mucous  membrBuc  of  (I  e  appendix 
9  nipmbrnnc    3    PubmucosB    4    mu-'     lam    5    meBon 


Strpptococciu 
if  the  appendix; 


7..  There  muy  be  a  lubcrculmtx  inflammation  of  the  appendix,  with  the 
formation  of  ulceis. 

As  the  result  of  chronic  inflammation  in  the  appendix,  atrophy  of  the 
glands  and  lymphoid  tissue  with  increase  of  the  fibrous  tissue  (Fig.  419) 
and  utTicturen  or  obliteration  of  its  lumen  may  occur  (Fig.  420). 

Cystic  dilatation  of  the  appendix  may  be  formed  by  obstruction  of 
the  lumen.  The  cysts  thus  formed  may  he  of  consideral>le  size — from 
one  to  fifteen  centimetres  in  diameter  or  targer^and  contain  mucous, 
gelatinous,  or  watery  fluid  often  turbid  nr  colored.' 

The  lumen  of  the  appendix  frequently  contain.^  concretinni  of  faecal 
material  which  have  often  been  mistaken  for  foreign  bodie.s.     Foreign 

'  See  (or  8  study  of  rytts  and.livprtiouln  ..f  tl..'  ,,[,[.r.i.liv  <-nrm„„.  Allmtiy  M.-,l.  .Annuls, 
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bodies,  such  as  grape  and  apple  seeds,  and  viiiioiis  small  objects  which 
have  been  swallowed,  sometimes,  though  rarely,  find  their  way  into  the 


F"lo.  419- 
Bhowing  obliteration  of  the  gUuuU  and  lymphoid  ti)«ue  with  a 


Fio,  420. — Appendix  with  Oblittration  op  thb  I.vhen  bt  FiBHOitn  Tibbite. 

appendix.'     Both  the  fiecal  concretions  and  the  foreign  bodies  may  act 
n  appendix  nee  Mitehta,  Johna  Hopkina  Honp.  Hull., 
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as  important  predisposing  agents  of  inHammation  ami  perforation  of  tlie 
appendix,  through  pressure, .erosion,  etc.,  of  tlie  mucous  memlnane,  af- 
fording portals  of  entry  to  various  forms  of  pathogenic  micro-organisms. 

The  bacteria  most  commonly  found  associated  with  llie  lesions  of  jiciile 
appendicitis  and  its  accompanying  peritonitis  are  Streptococcus  pyog- 
enes, Staphylococcus  pyogenes,  the  Bacillus  coli  communis,  and  HacilhiH 
prot«us.' '  - 

A  case  of  complete  inversion  of  the  appendix  into  the  ca.'cuiii  has 
been  reported.' 

TITHOBS    OF   THE   INTESTINE.' 

Fibroma  and  Lipoma  may  be  developed  from  the  siilmiucous  coat  and 
grow  inward,  or  from  the  sul>serous  coat  and  pr()je»t  outward  into  the 
peritoneal  cavity.     Small   multiple  cavernous  hivmanyiomata  are  of  oc- 
casional occurrence  in  the  submucosa  of  the 
small  intestine.     These  tumors  may  I>e  limited 
to  the  small  intestine  or  may  be  found  through- 
out the  gastrn-intestinal  canal.* 

Hyoica  may  orininiite  in  the  muscular  coat 
and  project  inward,  obstructing  the  intestine. 
In  the  duodenum  such  tumors  may  obstruct  the 
common  bile  duct.  Less  frequently  these  tu- 
mors project  outward  into  the  peritoneal  cavity. 

Polypoid  Growths,  projecting  into  the  cavity 
of  the  intestine  and  composed  of  connective 
tissue  and  covered  with  epithelium  are  fre- 
quently found  (Fig,  4211.  They  are  associated 
with  catarrhal  inflammation  or  occur  by  them- 
selves. They  are  found  throughout  the  intes- 
tinal tract  and  may  lie  single  or  multiple. 
They  grow  from  the  submucous  coat  and  pro- 
ject inward.  Some  of  them  are  solid  connec- 
tive-tissue tumors,  covered  by  the  mucous 
membrane  which  they  have  pushed  inward. 
Others  are  of  the  same  character,  but  of  large 
siie.  In  others  t  he  connective  tissue  is  arranged 
in  branching  tufts,    covered  with   cylindrical 

epithelium ;  and  in  these  last  tumors  there  may  also  be  tubules  lined  with 
cylindrical  epithelium,  giving  to  the  growth  the  characters  of  an  adenoma. 

■  Hodaipyl,  "Etiolosy  of  Appendicitiii,"  N.  Y.  Med.  Jour,  Dec.  30lh,  1R93.  Coaoail  also 
KdjfTUKk,  "Pathology  of  tlie  Vermiform  Appendix,"  I.andon.  1S03;  Berry,  Jour,  of  Path. 
■ndBsct,  vol.  itL,  p.  160,  18D5  (bib).);  RiMrrt,  Virrh.  Arrh..  Ikt,  cxxxii.,  p.  Gf),  1893.  For 
buterUl  nporls  AW  Lnu-.  Rf p.  Boston  Citv  Hosp.,  8«r.  11,  IfHK),  p.  173^  bIw  Loni  and  roiW, 
Rev.  deCiiir.,  t.  ii  ,  1D04;  alw> Prrrarw ,  Ann.  Inwl.  Paiilour.  t,  xix.,  p,  367,  IMS,  For  com- 
prehenHve  trpstiiie  nee  KrUy  uid  Hurdim  on  the  vermirorm  appendix, 

*S«e  Brewer.  Am.  Med,,  vol,  ix,,  p,  67.  1905. 

'For  a  study  of  congenital  tumore  of  the  int™tineii  conBult  Hmirr,  Zieglcr'n  Rpitrlse 
nir  path.  Anmt,,  Bd.  xix.,  p.  391,  1896, 

*  Sw  Bennrtke.  Vircb.  Arch,,  Bd,  elxxxiv..  p.  171,  1906;  aliw  MaeTiOlum.  John*  Kupk. 
Hasp.  Bull.,  vol.  ivii.,  p.  258,  1806. 


Fio.   421.  — awAL 
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Lymphoma. — Growths  of  tissue  somewhat   resemhUng  that  of  the 
lymphatic  tissue  of  the  iymph-nodes  may  originate  in  the  solitary*  and 


ngmiimteil  nodules,  and  in  the  intestinal  wall  in  cases  of  leukemia  and 
pseudo-leukiemia  (Fij[.  422). 

Similar  prowths  are  found  as  independent  lesions  both  in  the  large 


and  Kiiiall  intestines.     These  are  irregular,  diffuse  growths  infiltrating 
the  wall  of  the  intestine,  the  mesentery,  and  the  neighboring  lymph- 
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nodules,  and  may  reach  a  considerable  si^e.  They  often  ulcerate  in- 
ternally and  may  lead  to  dilatation  or  stenosis  of  the  intestine.  The 
classification  of  such  tumors  is  difficult  and  it  is  often  doubtful  whether 
they  should  be  grouped  with  the  sarcoma  or  the  so-called  lymphoma. 

Sarcomata  are  of  occasional  occurrence  in  the  intestine.  They  appear 
to  be  more  frequent  in  the  small 
intestine  and  in  the  rectum  than 
in  the  large  intestine.  While 
various  structural  types  are  re- 
corded, the  so-called  lympho-sar- 
comata  are  most  common.' 

Adenomata  are  found  in  the 
duodenum,  colon,  and  rectum 
They  form  flat  infiltrations  of  the 
wall  of  the  intestine  (Fig,  423)  or 
project  inward  as  polypoid  tu- 
mors. They  are  composed  of 
tubular  follicles,  like  those  of 
the  intestinal  mucous  membrane, 
and  of  a  connective-tissue  stroma 
In  some  of  these  tumors  the  tu- 
bules have  a  regular  shape  and 
arrangement;  there  is  no  infiltra- 
tion of  surrounding  tissue;  the  tu- 
mor is  of  benign  nature.    In  other 

tumors  the  tubules  are  irregular  in  shape  and  arrangement,  and  the 
growth  infiltrates  the  surrounding  parts  (Fig.  424'k  There  is  no  sharp 
dividing  line  between  these  tumors  and  thecarcinomata. 

Carcinoma  develops  most  often  in  the  colon  and  the  duodenum.*  The 
forms  which  have  been  descrilied  in  the  stomach  occur  also  here,  i.e.:  1. 
The  medullary  jorms  with  relatively  little  stroma,  and  epithelial  cells 
either  in  solid  masses  within  the  alveoli,  or  maintaining  in  a  measure  the 
gland  type — adeno-carcinoma.  2.  Fibrous  form—scirrhus.  3.  Gelatinous 
forms,  which  are  more  common  here  than  in  the  stomach.  Epithelioma 
often  involves  the  anus  and  rectum. 

CvsTS  OF  THK  INTESTINE  are  uucommon.' 

Tumors  of  the  Appendix  are  rare — fibroma,  lipoma,  myoma,  sar- 
coma, endothelioma,  and  carcinoma  are  recorded*  Several  cases  of  pri- 
mary carcinoma  of  the  appendix  have  been  ob.served.' 

'  For  rfivtnf  and  bibliography  of  narroma  a(  small 
Scipnm,  vol,  pix.,  p.  309,  190U.  For  bibliography  of 
•nd  Whitr.  ibid.,  voi.  oxxii.,  p.  807.  For  a  rt/tianf  wi 
the  rectiim  see  H'inur,  Ziegler'»  Beitrtge,  BU,  xxv,,  i<. . 

'SmRolUiton,  Lancet,    vol.  i.,  p.  I12I,  1001. 

'See  Aytr,  Am.  Jour.  Mml.  Sci„  voi.  oxxxi.,  p,  89.  l!>Ort. 

'  For  bibliography  of  (umors  of  llie  appendix  «*  Kflli/,  Pr 
Tol.  ui„  p.  109.  1900. 

•  Whipham,  Lancet.  1901,  vol.  i..  p.  319.  Jrnnup,  Mi^l,  Rec,. 
eomit,  Ann.  of  Surcerv,  Junp.  I0O3,  bibl.  .ViimB,  Hull.  I'ni 
BtOdauf.  Albany  Med.  Annals,  Der..  1905. 
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artoiiia  of  large  inteBtine  see  Jopton 
I  bibliographv  of  melano-aarcoma  of 

!2,  1899. 


.  Poth.  Soc.  of  Phila.,  N.  S., 
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INTESTINAIi    CONCRETIONS.     (Enteroliths.) 

There  are  sometimes  found  in  the  intestines  round,  oval,  or  irregular 
masses  of  firm  consistence.  They  are  usually  small,  but  may  reach  the 
size  of  a  man's  fist.  They  are  composed  of  fjecal  matter,  mucus,  bile,  the 
carbonate  and  phosphate  of  lime,  and  triple  phosphate.  They  may  in- 
duce inflammations,  ulceration,  and  perforation. 

PARASITES. 

Anthrax  Infection  of  the  Intestine  (Mycosis  Intestinalis). — The  anthrax 
bacillus  may  find  lodgment  in  the  intestinal  mucous  membrane  either  by 
the  ingestion  of  food  containing  the  germ  or  by  metastasis  through  the 
blood  from  some  other  seat  of  infection,  especially  the  skin. 

The  intestinal  lesions  are  most  apt  to  occur  in  the  small  intestines  and 
in  the  upper  part  of  the  colon.  The  mucous  membrane  is  studded  with 
larger  and  smaller  brown  or  black,  frequently  elevated  patches,  or  areas 
of  local  congestion,  or  hiemorrhage,  or  necrosis.  The  mucous  membrane 
near  the  inflammatory  and  necrotic  foci  may  be  crdematous.  Hyper- 
plasia of  the  spleen  and  lymph-nodes  is  apt  to  accompany  the  intestinal 
anthrax.  The  anthrax  bacillus  mav  be  found  about  the  seat  of  local 
lesion  in  the  intestine,  in  the  associated  lymph-nodes;  and  when  secondary 
to  local  infection  elsewhere  it  may  be  found  in  the  primary  lesion  and  in 
the  blood. 

It  is  believed  that  other  forms  of  bacteria  mav  cause  intestinal  lesions 
somewhat  similar  to  those  of  anthrax,  but  the  researches  in  this  direc- 
tion are  not  yet  sufficiently  numerous  to  permit  of  very  definite  state- 
ments.' 

ACTINOMYCOSIS    OF    THE    INTESTINE. 

Actinomycosis  involving  the  intestine  is  rare,  but  is  most  often 
found  in  the  capcal  region.  Several  cases  of  primary  actinomycosis  of 
the  appendix  are  recorded.* 

The  animal  parasites  of  the  gastro-intestinal  canal  have  been  already 
considered  in  another  part  of  this  book. 


The    Peritoneum. 

Malformations. 

Arrest  in  development  of  the  peritoneum  may  be  manifested  in  fissures  in  the 
mesial  line  or  ext<?mal  to  it;  in  absence  of  the  diaphnM^:  in  fusion  with  the  pleura; 
and  in  incomplete  formation  of  the  mesentery,  the  omentum,  and  the  other  folds  of  the 
jK^ritoneinn. 

Excess  of  development  occurs  in  the  shape  of  unusual  length  of  the  mesentery,  the 
omentum,  and  the  other  folds  of  the  peritoneum:  or  of  supernumerary  -Iblds  and 
pouches.  These  are  chiefly  found  in  the  hypogastric,  iliac,  and  inguinal  regions  and 
near  the  fundus  of  the  bladder.     There  may  be  access  to  these  sacs  by  a  well-defined 

*  For  reforenco  to  intestinal  bacteria  8ce  pp.  209  and  632, 

'  For  bibl.  wc  Burnham,  Johns  Hop.  Heap.  Bull.,  vol.  xv.,  p.  136,  1904. 
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fiasure  or  ring,  which  is  frequently  surrounded  by  a  tendinous  band  lying  in  the  dupli- 
cature.     These  may  give  rise  to  internal  incarceration  of  the  intestines. 

The  left  half  of  the  diaphragm  may  have  an  abnormally  high  position  with  upn 
ward  displacement  of  the  abdominal  viscera,  particularly  the  stomach,  on  the  left 
side,  and  displacement  of  the  heart  to  the  right.  This  has  been  called  eventration  of 
the  diaphragm.     It  may  be  mistaken  in  diagnosis  for  diaphragmatic  hernia.^ 


Large  hicmorrhage  into  the  peritoneal  cavity  may  result  from  in- 
juries to  the  abdominal  viscera.  Punctate  haemorrhages  may  be  present 
in  various  acute  infectious  and  toxic  processes.  Haemorrhage  may  occur 
in  acute  localized  or  general  peritonitis,  in  obstruction  of  the  portal  cir- 
culation, in  thrombosis  and  in  embolism  of  the  mesenteric  vessels. 

ASCITES. 

The  collection  of  transudate  in  the  peritoneal  cavity  may  be  the  re- 
sult of  chronic  venous  congestion,  especially  in  connection  with  obstruc- 
tion of  the  portal  circulation  in  cirrhosis  from  thrombi,  emboli,  etc.,  or 
with  chronic  heart  and  kidney  diseases.  It  is  often  associated  with 
similar  conditions  in  the  pleura  and  pericardium.  It  may  accompany 
chronic  peritonitis.  Chylous  ascites  may  result  from  a  rupture  of  the  tho- 
racic duct  or  from  a  transudation  from  the  chyle  vessels.^ 

INFLAMMATION.    (Peritonitis.) 

Acute  Peritonitis. — Acute  inflammation  of  the  peritoneum  may  occur 
as  a  primary  process,  but  is  much  more  often  secondary.  In  the  latter 
case  it  may  be  associated  with  wounds  and  contusions  of  the  wall  of  the 
abdomen;  wounds,  ulcers,  new  growths,  incarcerations,  intussuscep- 
tions, ruptures,  perforations,  and  inflammations  of  the  stomach  and  in- 
testines; inflammation  of  the  vermiform  appendix;  injuries,  ruptures, 
and  inflammations  of  the  uterus,  ovaries,  and  Fallopian  tubes;  rupture 
and  inflammation  of  the  bladder;  inflammation  of  and  about  the  kidneys; 
abscesses  and  hydatid  cysts  of  the  liver;  inflammation  of  the  gall-bladder 
and  large  bile  ducts;  thrombosis  of  the  portal  vein;  inflammations  of  the 
spleen,  pancreas,  lymphatic  glands,  retroperitoneal  connective  tissue, 
vertebra*,  ribs,  and  pelvic  bones;  pyaemia  and  other  infectious  diseases. 
The  inflammation  is  at  first  either  local  or  general.  A  local  peritonitis 
may  remain  circumscribed,  or  it  may  spread  and  become  general. 

We  may  distinguish  two  anatomical  forms  of  acute  peritonitis. 

1.  Ckllular  Peritonitis. — This  form  of  peritonitis  may  be  in- 
duced })y  any  irritant  which  does  not  act  too  energetically.  It  can  be 
excited  in  dogs  by  intraperitoneal  injections  of  very  small  quantities 
of  a  solution  of  chloride  of  zinc.  In  the  human  subject  we  find  it  with 
perityphlitis,  with  circumscribed  abscesses  in  the  peritoneal  cavity,  in 
puerperal  fever,  and  in  other  infectious  diseases  with  early  death. 

*  See  Sailer  and  Hhein,  Amor.  Jour.  Med.  Sci.,  vol.  cxxix.,  p.  688,  1905. 
Tor  a  study  of  milkv  fluids  in   serous  cavities  consult  Shaw,  Jour.  Path,  and  Bact., 
vol.  vi.,  p.  339,  1<  00,  bibl. 
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At  the  autopsy  the  entire  peritoneum  may  be  congested;  but  there 
are  no  exudates  and  no  other  lesions  visible  to  the  nailed  eye.  Minute 
examination,  however,  shows  a  ven,-  marked  change  in  the  mesothelial 
(endothelial)  cells.  These  are  increased  in  size  and  number  and  the 
new  cells  coat  the  surface  of  the  peritoneum  and  project  outward  in  lit- 
tle masses  (Fig.  425).  Thia  form  of  inflammation,  in  many  cases,  at  least 
if  life  be  prolonged,  passes  into  the  exudative  phase,  next  to  be 
considered. 

2.  Exudative   Pkhitoxitis. — This,  which  is  the  common  form  of 


.i^- 


KlO.  423. — .\<TTE  Cci.H-LAR  PeHITONITI* II  I'M  AX  OhENTCII. 

Therr  arc  suclliiiR  and  iirulircraliun  of  the  mcHutliclial  rclls  as  well  u  of  tlie  eella 
of  llic-  fibrillartissui' forming  the  oincn(tainib«culiP. 

described  in  plcuritis  and  pericarditis.  Thus  there  is  a  form  in  which 
fibrin  is  the  chief  exudate  with  but  little  serum:  or  the  exudate  is  sero- 
fibrinous, or  purulent,  or  ha-morrhafric'  When  fibrin  is  present,  the  in- 
testinal coils  may  be  more  or  less  firmly  adherent  to  the  abdominal  walls 
or  to  each  other.  If  putrefactive  bacteria  be  present,  aa  in  peritonitis 
from  pei-foration  of  the  intestine,  the  exudate  may  be  foul. 

In  local  inflammation  of  the  peritoneum  the  position  may  be  indicated 

*  For  u  study  nt  the  tnrmn  n(  rclU  In  <?\u<lntivc  peritonitM  are  Lohtfi,  Deut.  Arch.  Uin. 
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by  the  name,  thus  perihepatitis,  perisplenitis,  perityphlitis,  pelvic,  sub- 
phrenic, etc. 

Acute  exudative  peritonitis  may  terminate  in  recovery  with  absorp- 
tion of  the  exudate,  permanent  connective-tissue  adhesions  and  thicken- 
ings of  the  peritoneum  often  remaining.  Chronic  peritonitis  may  follow 
the  acute  phase. 

Bacteria  are  the  usual  excitants  of  acute  exudative  peritonitis.  In 
primary  forms  of  peritonitis  the  Streptococcus  and  Staphylococcus  pyo- 
genes are  the  bacteria  most  frequently  present. 

In  secondary  exudative  peritonitis  the  pyogenic  cocci  and  the  colon 
bacillus  have  been  most  frequently  found.  Of  the  other  bacteria  which 
have  been  found  in  the  exudate  we  may  name  the  pneumococcus,  the 
gonococcus,'  B.  pyocyaneus,  B.  proteus,  B.  aerogenes  capsulatus,  B. 
typhosus. 

There  is  abundant  evidence  that  bacteria  can  pass  from  the  intes- 
tinal cavity  through  its  wall  into  the  peritoneum  without  perforation, 
especially  in  regions  where  the  integrity  of  the  tissues  is  impaired  by 
disturbances  in  circulation  and  nutrition  or  in  necrosis,  as  in  strangula- 
tion of  the  gut.' 

Absorption  from  the  Peritoneum. — In  connection  with  inflammation,  recent 
studies  which  have  been  made  of  the  absorption  of  alien  substances  injected  into  the 
peritoneal  cavities  of  animals,  especially  rabbits  and  guinea-pigs,  are  of  extreme  interest 
and  importance.  Living  bacteria  as  well  as  various  kinds  of  inert  particles  may  be 
rapidly  disposed  of  through  the  action  of  the  body  fluids  or  phagocytic  cells.  The 
studies  of  Buxton  and  Torrey'  indicate  that  after  an  intraperitoneal  injection  of  sus- 
pensions of  inert  particles  there  may  be  an  immediate  rush  of  these  to  the  lymphatics 
of  the  diaphragm,  whence  they  are  carried  almost  immediately  by  the  anterior  medias- 
tinal lymph-trunks  through  the  lymph-nodes  to  the  thoracic  duct  and  general  circula- 
tion. In  the  earlier  stages  the  transported  particles  may  be  free,  but  later  may  be 
taken  up  by  phagocytes  in  the  mediastinal  lymph-nodes.  But  the  omentum  appears 
to  be  of  significance  in  the  dis}>osal  of  inert  particles  injected  into  the  peritoneal  cavity. 
Buxton  and  Torrey  show  that  almost  immediately  after  the  injection  of  such  particles 
in  the  guinea-pig,  fibrin  is  formed  on  the  surface  of  the  omentum  in  which  the  parti- 
cles and  phagocytic  cells  become  entangled.  The  phagocytes  taking  up  the  particles 
may  then  enter  the  tissues.  These  observers  have  furthermore  shown  that  after  intra- 
peritoneal injections  of  typhoid  bacilli  in  the  rabbit,  the  bacilli  may  become  fixed  upon 
the  surface  of  the  omentum  where  they  may  be  destroyed.* 

Chronic  Peritonitis  may  follow  the  acute  exudative  form  or  may  occur 
independently.     The  lesions  vary.     In  one  group  of  cases  the  peritoneum 

*  See  Cushing  on  gonococcus  peritonitis,  Johns  Hopkins  Hosp.  Bull.,  vol.  x.,  p.  75,  1899. 
'  Consult  for  studies  and  bibliography  of  various  phases  of  peritonitis  Tavel  and  Lang, 

"Peritonitis,"  Mitth.  a.  kl.  u.  med.  Inst.  d.  Schweiz,  1  Reihe,  Heftl,  p.  1,  1893;  Silber- 
aehmidt,  ibid.,  Heft  5,  p.  432;  Flexner,  Phila.  Med.  Jour.,  November  12th,  1898;  CuUen,  Johns 
Hopkins  Hosp.  Rep.,  vol.  iv.,  p.  411,  1895;  Abramow,  Ziegler's  Beitr.,  Bd.  xxiii.,  p.  1,  1898; 
Bttttn/T,iWd.,  Bd.  xxv.,  p.  453,  1899. 

For  special  studies  on  the  entrance  of  micro-organisms  into  the  body  from  the  gastro- 
intestinal canal  see  Opiiz,  Zeits.  f.  Hygiene,  Bd.  xxix.,  p.  505,  1898;  Birehr-HiracKfdd,  Ziegler's 
Beitr.,  Bd.  xxiv.,  p.  304,  1898;  Buchbindcr,  Deut.  Zeits.  f.  Chir.,  Bd.  Iv.,  H.  6  and  7,  1900; 
Marcus,  Zeits.  f.  Heilk.,  Bd.  xx.,  p.  427,  1899;  also  Wiener  klin.  Woeh.,  p.  11,  1901; 
Ravenel,  Jour.  Med.  Res.,  vol.  x.,  1903,  p.  460. 

■  Buxton  and  Torrey,  Jour.  Med.  Res.,  vol.  xv.,  p.  5,  1906. 

*  For  a  study  of  the  local  accumulation  of  eosinophile  leucocytes  after  intraperitoneal  in- 
jectiona  of  bacteria  see  Opie,  Trans.  Assn.  Amer.  Phys.,  vol.  xix.,  p.  136,  1904. 
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is  beset  with  minute  translucent  nodules,  sometimes  visible,  sometimes 
invisible  to  the  naked  eye.  These  are  apparently  formed  by  a  local  pro- 
liferation of  the  mesothelial  and  connective-tissue  cells.  Associated  with 
this  there  may  be  a  general  irregular  proliferation  of  the  peritoneal  meso- 
thelium.     This  has  been  called  chronic  cellular  j>erilonUis. 

In  other  cases  there  are  local  or  general  fibrous  adhesions,  sometimes 
firm,  sometLmea  loose,  between  the  intestinal  coils  or  between  the  intestine 
and  the  abdominal  wall  or  the  viscera  (Fig.  426).  In  this  way  sacculated 
collections  of  sero-fibrinous  or  purulent  exudate  may  form  in  the  ab- 


dominal cavity.  Finally  chronic  peritonitis  may  result  in  a  dense  fibrous 
thickening  of  the  peritoneum,  either  local  or  widespread. 

In  some  cases  the  parietal  peritoneum  is  principally  involved;  in 
others  the  peritoneum  of  the  stomach,  intestines,  liver,  and  spleen.  The 
thickening  of  the  capsule  of  the  liver  may  be  attended  with  a  diminution 
in  the  size  of  that  viscus.  There  may  or  may  not  he  adhesions;  serous 
or  other  exudate  may  be  present.  Great  distortion  of  the  omentum, 
mesentery,  and  other  abdominal  viscera  may  occur. 

Tuberculous  Peritonitis  may  occur  in  acute  general  miliary  tuberculosis 
or  it  may  l)e  secondary  to  tul)ercuiou3  infJammation  elsewhere,  as  in  the 
lungs  or  genito-urinarj'  organs  or  intestines;  or  it  may  be  an  independent 
process.  The  process  may  be  local  or  general  in  the  peritoneum.  The 
lesions  may  be  miliary  in  character  (Fig.  427)  or  there  may  be  large  foci 


THE    DIGESTIVE    SYSTEU 


647 


of  new-formed  tubercle  tisauea  with  considerable  necrosis.  There  may- 
be more  or  less  serous  or  sero-fibrinous  or  purulent  or  hsemorrhagic  exu- 
date. Fibrous  adhesions  may  form  between  the  intestinal  coils  and  the 
peritoneal  walls  with  the  encapsulation  of  exudate.  Ulceration  of  the 
tubercle  tissue  may  occur,  or  it  may  become  dense  and  fibrous  and  is  then 


Flo.  427. — MiuABV  Tubercles  ok 


often  pigmented.  The  tuberculous  inflammation  may  be  limited  to  the 
vicinity  of  tuberculous  ulcers  of  the  intestine.  It  may  involve  the  omen- 
tum, which  is  converted  into  a  hard,  thick,  dense  mass  at  the  upper  part 
of  the  abdominal  cavity.' 

TUMOBS. 

Fibromata  are  developed  from  the  subperitoneal  connective  tissue  and 
project  inward  into  the  peritoneal  cavity.  They  are  found  beneath  the 
parietal  peritoneum  and  that  covering  the  intestines.  Such  tumors  may 
reach  a  very  considerable  size.  Papillary  fibromata  of  the  peritoneum 
(Fig.  428)  may  be  secondary  to  papillary  fibroma  of  the  ovary. 

Lipomata. — Circumscribed  tumors  composed  of  fat  tissue  are  formed 
beneath  the  intestinal  and  parietal  peritoneum  and  in  the  mesentery. 
These  tumors  may  become  changed  into  fibrous  tissue  or  calcified.  Their 
pedicles  may  become  atrophied  so  that  they  are  left  free  in  the  peritoneal 
cavity. 

When  they  grow  beneath  the  parietal  peritoneum  they  may  form  fat 
hernia'.  At  the  umbilicus,  in  the  inguinal  canal,  along  the  vas  deferens, 
in  the  crural  ring,  and  in  the  obturator  foramen,  fatty  tumors  may  grow, 

'  For  bibtioKrapliy  with  rprprenrr  to  operalive  Ircalment  see  Bnttmnlry,  ReportR  Boaton 
CSty  Honp.,  wr.  11.  p.  118,  1900.  For  a  full  tritical  summary  of  the  literature  of  perittinitia 
ttma  1885  to  lOOU  ace  Bnmn,  Centnilbl.  f.  Path.,  Bd.  xii.,  |>p.  1,  65,  1901. 
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project  outward  under  the  akin  like  hernise,  and,  hy  drawing  the  perito- 
neum after  them  into  a  pouch,  may  open  the  way  for  a  future  intestinal 
hernia. 

Very  large  retroperitoneal  and  perirenal  lipomata  are  of  occaaional 


Ketropcritoneal  sarcomata  are  found  both  in  children  and  adults. 
They  usually  originate  behind  the  peritoneum,  covering  the  posterior 


Fio.  428.— Papii,l*ry  1"ibh<.ma— Papili..)ua— (if  Pehito.veuii. 

Thin  srowth  wo*  wcondari-  tci  a  xiniilar  tumnr  orifcinatinK  in  Hie  ovary  uid  connectod  witb 

thai  orftan  (net!  KiR.  !i3^^■     Dflaclinl  portions  of  llic  original  tumur  were  tranaplantad  to 

^'a^iulul  nitiuiis  uC  till- peritoneum. 

part  of  the  abdominal  wall,  and  may  grow  between  the  folds  of  the 
meaentery.' 

They  maj'  lie  of  the  small  spheroidal-celled  type  (lympho-sarcoma)  or 
of  the  fusi form-celled  type.  Ihey  are  often  very  vascular.  At  first 
they  grow  slowly  inward,  pushing  forward  the  perit<meum  and  abdominal 
viscera.  After  a  time  they  assume  a  more  no.\ious  character,  infiltrating 
the  soft  parta  with  which  they  come  in  contact,  and  forming  metastatic 

'  For  biblio(tra|>li>-  of  micli  tumors  aee  Adami,  Montreal  Metl.  Jour.,  vol.  xxv.,  |^  S29, 
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tumors  in  the  omentum,  mesentery,  intestinal  wall,  liver,  lungs,  and  in 
other  viscera.' 

Endotheliomata  similar  in  structure  to  those  originating  in  the  pleura 
are  of  occasional  occurrence  in  the  peritoneum.     They  may  form  single 


Tlu.  429.— Ctbtic  Pap 

Secondarj'  '<>  papillomi 

well-ilefined  tumors  or  flattened  masses  in  the  thickened  peritoneum. 
Cuboidal  or  polyhedral  cell  masses  often  grouped  along  the  side  of  imas- 

■  See  for  bibliograpliy  .Strrir.  Am.  Jour.  Mod  Sci.,  vol.  rx'tx.,  p.  311.  1900. 
For  a  Hluilv  of  aiirrnnia  and  mixed  tumon  of  the  greater  omeDtum  aee  Conforti,  CentralbL 
f.  Path.,  ltd.  xvii.,  p.  S17,  1006. 
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tomosing  channels  in  the  new-formed  or  old  connective-tissue  stroma 
sometimes  lend  a  glandular  appearance  to  the  type  of  growth. 

These  tumors  apparently  originate  in  the  true  endothelium  of  the 
subperitoneal  lymph-channels  and  not  in  the  flat  cells  often  called  endo- 
thelial— mesoihelium — lining  the  peritoneum. 

Carcinoma  of  the  peritoneum  is  usually  secondary  to  this  disease  in 
adjacent  regions,  stomach,  liver,  uterus,  etc.  Its  structural  characters 
correspond  with  those  of  the  primary  growth.  It  is  apt  to  appear  in 
the  form  of  numerous  larger  and  smaller  whitish  nodules,  sometimes 
local,  sometimes  widely  disseminated  over  the  peritoneal  surfaces.  Such 
tumors,  when  small  and  numerous,  may  readily  be  mistaken  for  tubercles. 

Gelatinous  Carcinoma  is  not  infrequent  and  sometimes  seems  to  be 
primary  in  the  peritoneum.  But  in  such  cases  the  possibility  of  an  origin 
in  the  mucous  membrane  of  the  colon,  in  which  such  growths  are  com- 
mon, and  the  extension  outward  without  evidence  of  growth  in  the  gut, 
is  not  improbal>le.  Gelatinous  cancer  often  forms  large  masses,  which 
widely  involve  the  peritoneum  and  distend  the  cavity. 

Various  forms  of  tumors  of  the  umbilicus  have  been  described.* 

OTSTS. 

Cysts  of  the  mesentery  are  of  occasional  occurrence.'  They  may  be 
filled  with  chyle,  with  blood,  or  with  serous  fluid,  or  may  be  due  to  the 
echinococcus. 

Multiple  cysts  of  the  omentum  may  form  by  transplantation  of  papillary 
cyst -adenomata  from  the  ovary  (see  Fig.  429).' 

Dermoid  cysts  may  !>e  found  in  the  peritoneal  cavity.  Retroperitoneal 
cysts  have  been  a  few  times  recorded. 

PARASITES. 

Echinococci  can  be  formed  in  their  regular  way  at  any  part  of  the 
visceral  and  parietal  peritoneum,  or  be  free  in  the  peritoneal  cavity. 
These  cysts  may  be  small,  or  so  large  as  nearly  to  fill  the  abdominal 
cavity. 

Cysticercus  celhtlosae  may  also  be. developed  in  the  subperitoneal  .con- 
nective tissue. 

The  Salivary  Glands— The  Parotid,  Submaxillary,  and 

Sublingual. 

INFLAMMATION. 

Acute  Parotitis,  occurring  as  an  epidemic  disease  known  as  mumps, 
is  usually  confined  to  the  parotid  gland  of  one  side:  the  submaxillary  and 
sublingual  may  be  at  the  same  time  involved.     The  gland  is  swollen  and 

*  S<»t»  Gianneitamo,  Arch.  R^^n.  do  MM.,  t.  iii.,  p.  62,  190(>. 

*  For  bibliography  of  cystH  of  the  mesentery'  see  Dmvd,  Annals  of  Surgoiy,  vol.  xxxiL, 
p.  461,  190();    also  Ayer,  Am.  Jour.  MchI.  Sci.,  vol.  cxxxi.,p.  89,  1906. 

*  For  bibliography  of  cysts  of  the  omentum  see  Jacohif  Trans.  Assn.  Am.  Ph3r».,  voL  xvi.^ 
p.  232,  1901. 
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there  is  often  oedema  of  the  mucous  membrane  of  the  mouth  and  pharynx. 
Very  little  is  known  of  the  minute  changes  which  the  gland  undergoes  in 
this  disease. 

Suppurative  Parotitis  occasionally  occurs  as  a  secondary  lesion  in  a 
variety  of  diseases,  as  in  typhoid  and  scarlet  fever,  pysemia,  pneumonia, 
etc.,  and  by  propagation  of  inflammation  from  the  piouth.  Under  these 
conditions  the  inflammation  is  usually  suppurative  and  frequently  results 
in  abscess  or  sloughing.  The  interstitial  tissue  of  the  gland  is  more  or 
less  densely  infiltrated  with  pus  cells,  and  the  parenchyma  cells  may  un- 
dergo fatty  degeneration  and  disintegration.  The  inflammation  may  be 
confined  to  the  gland  or  it  may  spread  to  adjacent  parts,  sometimes 
causing  much  destruction  of  tissue,  and  may  give  rise  to  inflammation  of 
the  brain  or  of  the  inner  ear,  or  even  to  metastatic  pya?mic  abscesses  in 
different  parts  of  the  body.  Healing  may  occur,  with  the  formation  of 
salivary  fistula?. 

The  submaxillary  gland  may  be  involved  with  the  parotid  in  the  sup- 
purative inflammation.  Acute  suppurative  inflammation  of  the  connec- 
tive tissue  about  the  submaxillary  gland  is  sometimes  of  serious  import. 
Sloughing  and  gangrene  may  occur  and  are  apt  to  spread  to  adjacent 
parts.  Septicaemia,  oedema  of  the  glottis,  or  pneumonia  may  complicate 
the  process  and  cause  death. 

The  sublingual  gland  is  not  often  the  seat  of  inflammation. 

Chronic  inflammation,  leading  to  the  formation  of  dense  interstitial 
tissue,  sometimes  occurs  in  the  salivary  glands.  This  may  occur  by 
itself  or  follow  an  acute  inflammation.  Tuberculous  inflammation  of  the 
parotid  is  not  infrequent.* 

The  Excretory  Ducts  of  the  salivary  glands  may  become  inflamed  from 
the  presence  of  foreign  bodies  or  of  concretions  formed  in  them.  They 
may  become  occluded  from  the  presence  of  calculi  or  as  the  result  of 
inflammation,  and  may  thus  become  widely  dilated  both  in  the  main 
branches  and  in  the  finer  ramifications.  The  dilatation  of  Wharton's 
duct  to  form  larger  and  smaller  cysts  containing  salivary  fluid,  sometimes 
gives  rise  to  very  large  and  troublesome  tumors  which  constitute  one  of 
the  forms  of  ranula,^ 

TT7M0BS  OF  THE  SALIVA&T  GLANDS. 

Fibromata  are  of  occasional  occurrence  in  the  parotid.  Chondromata, 
endotheliomata,  sarcomata  and  fibro-sarcomata,  and  m3rxomata,  or  more 
frequently  mixed  tumors  formed  of  various  combinations  of  these,  are  of 
frequent  occurrence  in  the  parotid  and  of  occasional  occurrence  in  the 
submaxillary  gland.  These  complex  or  mixed  tumors  are  of  more  fre- 
quent occurrence  in  these  glands  than  in  any  other  part  of  the  body,  ex- 
cept possibly  the  ovary.  They  are  sometimes  rendered  still  more  com- 
plicated in  structure  by  the  formation  of  cysts,  and  what  has  been 

»  Conjjult  ^feday  and  Parent,  Gaz.  dea  H6pitaux,  Feb.  11th,  1899,  bibl. ;  also  Wood,  Bull. 
Univ.  Penna.,  vol.  xvi.,  1903,  p.  368. 

■  For  recent  bibliography  of  lesions  of  the  salivary  glands  see  Thorel,  Lubarsch  and 
Ostertag's  "  Ergebnisse,"  Jahrg.  v.  for  1898,  p.  221. 
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regarded  usually  as  an  atypical  glandular  growth,  lending  them  an  ade- 
nomatous character  Fig.  430).  E^arlier  studies  upon  the  mixed  tumors 
of  the  salivary  glands  led  to  the  belief  that  a  large  part  of  these  complex 
growths  at?  endotheliomata,  especially  prone  in  these  regions  to  undergo 
secondary  degenerative  or  metaplastic  changes.'  The  mixed  parotid 
tumors  differ  in  many  respects  from  those  elsewhere  in  the  body  and  in 
ways  which  suggest  an  origin  in  congenital  malformations.     More  recent 


studies  indicate  that  many  tell  forms  formerly  interpreted  as  endothelial 
are  epithelial.^  The  present  view  is  that  these  complex  tumors  of  the 
parotid  and  other  salivary  glands  arc  probably  largely  of  epithelial 
origin,  starting  in  congenital  abnormalities  about  the  branchial  arches. 

Fibro-sarcoma  and  melano-sarcoma  have  l)een  described. 

A  case  of  rhabdomyoma  of  the  parotid  gland,  with  evidences  of  atypi- 
cal development  of  portions  of  the  gland,  has  Ijcen  described.*  Piimaiy 
carcinoma  of  these  glands  is  rare. 

The    Pancreas. 

HalformatiouB  and  Displacement*. 

The  pancrcftH  may  lie  entirely  absent  in  nrcphaloHs  and  ilniiblc  monstera.  The  pan- 
creatic (liirt  may  be  doiiblo;  it  may  o|>en  into  tbe  duodenum  at  some  distance  from  the 
biliary  duct,  or  into  thp  etom.irli.  The  head  of  the  panereas  may  be  unduly  develiq>ed 
and  8omctime<(  even  completely  separated  from  the  rest  of  the  organ,  opening  into  ths 
duodenum  nith  a  ditrt  of  it.*  own.  The  ((land  may  lx^  variously  lobcd  and  distorted. 
Occasionally  there  is  a  small  ncci'ssory  jMincreafl  silualod  beneath  the  serooa  of  Uw 
duodenum  or  stomach. 

Tlie  pancrean  in  so  firmly  iMiund  down  that  its  position  is  not  often  changed.  SomO' 
times,  however,  it  is  found  prenaed  downward  by  tight  lacing,  displaced  by  aneurisnM, 
or  contained  in  umbilienl  and  diaphraj^atic  hernif . 

'  r<J*-mnnn.  Deutsche ZeitH.  f,  Chir..  IVi.  xli..  p.  61. 

'  For  B  rritical  slurlv  of  the  mixwi  tuaum  of  Ihc  salivan,-  sland  nee  Wood.  Ann.  of  Sup- 
gen-,  viil.  xxxix..  190*.  p.  .'".7.  bibl.     3ee  also  Krompn-Ao-,  "BaflBlsellenkrebB."  1903. 

'  Pniddm,  "  Rliabdoniyoma  of  (lie  Psrulid  Olan.1,"  Am.  Jour,  of  the  Had.  8d.,  Apr., 
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ATBOFET,    DBOSNEBATIOH,    AND   NECROSIS. 

Atrophy  of  the  pancreas  may  occur  in  old  age  and  as  a  result  of  press- 
ure from  tumors  or  other  adjacent  structures,  and  may  be  associated  with 
fatty  infiltration.  It  occurs  in  a  certain  proportion  of  cases  of  diabetes 
DieDitus. 

Auto-digestion  of  portions  of  the  pancreas,  intra  vitam,  has  been  de- 


acribed,  and  may,  it  is  believed,  lead  to  localized  formation  of  fibrous 
tissue  in  the  organ.' 

Albuminous  Degeneration  may  occur  in  aculc  infectious  diseases.  The 
organ  may  be  red,  swollen,  and  (edematous.     The  moat  marked  minute 

>  Chiari,  Fragcr  rani.  WochpHschrif t ,  \-oi.  xxv.,  No.  11,  1900. 
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le^inns  nrc  swellinj:  and  ulbumiiiou^  degeneration  of  the  gland  epithelium 
with  hyperu'mia  and  interstitial  oedema. 

Fatty  DegeneratiOD  may  fo'low  albuminous  degeneration  and  is  most 
common  in  poisoning,  especiiilly  by  phosphorus. 

Fatty  Infiltratioo,  which  should  be  distinguished  from  fatty  degenera- 
tion, contiists  in  the  accumulation  of  fat  in  tlic  interstitial  tissue  of  ths 


From  B  case  ot  acute  hirmorrliBgic  pmcrenlilU. 

gland  (Fig.  4.'11).  This  when  excessive  may  be  associated  with  almost 
complete  atrophy  of  the  gland  structures.  Under  these  conditions  the 
outline  of  the  organ  may  be  preserved,  the  fat  being  enclosed  by  the 
capsule. 

Amyloid  Degeneration. — This  usually  occurs  in  connection  with  similar 
degeneriition  in  other  organs,  and  is  confined  to  the  walls  of  the  blood- 
ves.scls  and  the  interstitial  tissue. 

Hyaline  degeneration  involving  ami  limited  to  the  islands  of  Langer- 
hans  has  liecn  descriliod  by  Opie  and  others  in  diabetes  without  other 
marked  lestims  of  the  pancreas.' 

'tlpii-,  .luiir.  V.xp.  MiJ.,  vol.  v.,  p.  527.  IDOI :    sIm   Opie.    "Ilixcs.'w  of  the  Pwicfew," 
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Fat  Necrosis. — This  is  a  peculiar  lesion  of  the  fat  tissue,  most  frequent- 
ly seen  about  the  pancreas  or  between  its  lobules,  but  sometimes  in  fat 
tissue  in  other  parts  of  the  body.  White  or  yellowish  nodules  (Fig.  432), 
varying  from  the  size  of  a  pin's  head  to  that  of  a  pea  or  larger,  are  seen  em- 
bedded in  the  fat,  the  central  portion  being  often  soft  and  grumous.  They 
are  sometimes  calcified  and  sometimes  surrounded  by  a  connective-tissue 
capsule.  Microscopical  examination  shows  necrosis,  degeneration,  and 
disintegration  of  the  fat  tissue  (Fig.  433}. 

Fat  necrosis  is  usually  associated  with  lesions  of  the  pancreas— hsemor- 
rhagic  infiltration,  necrosis,  gangrene,  and  acute  and  chronic  infiamma- 


torj'  processes.  The  lesion  has  been  shown  to  be  due  to  some  substance 
in  the  pancreatic  secretion  which  splits  the  fat  molecule  into  fatty  acids, 
which  may  crystallize,  and  soluble  substances;  calcification  is  of  later 
occurrence.  Experimental  studies  have  shown  that  fat  necrosis  can  be 
induced  by  such  operative  procedures  as  direct  the  pancreatic  secretion 
into  fat  tissue  either  immediately  about  the  pancreas  or  elsewhere.' 

in  ivhich  may  hr  found  bibliography  of  ntructurp.  funclion.  anil  Icwonii  nf  the  pancreaa. 
For  a  sludy  of  (he  ilpvrlnpnicnl  of  the  ialanila  o(  I.angerlianji  in  human  embrj'o  »»  Pearee, 
Am.  Jour.  Annt..  vol.  ii..  190.3,  p.  445.  For  a  study  of  the  moqiholofiy  and  physiology  of 
these  stnirtures  ntv  liev-itt.  Jour.  Exp,  Med,,  vol,  viii,,  p,  103.  1906.  For  a  study  of  hyper- 
trophy of  the  islanila  of  Langerhans  see  MacCaUum.  Amer.  Jour.  Med.  Sci.,  vol.  rxntiri.,  p. 
*32.  ifl07. 

'  For  ftuilie*  in  fat  neero-in,  with  bibliographv.  see  Opt'e,  "Disease   of  the  Pancreas"; 
■bo  ll'ril*.  Jour.  M)-<l.  Itiwarcli,  %-ol.  ix..  p.  70,  1903. 
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Hs&morrhage  into  the  substance  of  the  pancreas  may  occur  as  the  re- 
sult of  injury;  in  the  hjemorrhagic  diathesis;  in  connection  with  valvu- 
lar diseases  of  the  heart  or  interference  with  the  portal  circulation;  or 
in  connection  with  extensive  fatty  degeneration^  or  with  local  necrosis, 
or  with  fat  necrosis  of  the  organ.  Such  haemorrhages  may  be  minut€  or 
extensive.  Several  cases  of  sudden  death  are  recorded  in  which  the  only 
discoverable  lesion  was  an  extensive  haemorrhage  into  the  substance  of 
the  gland  and  the  tissue  about  it.  The  ha?morrhage  may  be  moderate 
and  limited  to  the  pancreas,  or  it  may  extend  into  the  subperitoneal  tis- 
sue for  a  considerable  distance. 

Haemorrhage  of  the  pancreas  may  be  associated  with  acute  inflamma- 
tory changes  and  with  more  or  less  extensive  gangrene  of  the  organ. 

INFLA  KMATION.     (Pancreatitis.) 

Hemorrhagic  Pancreatitis. — In  this  form  of  disease  haemorrhage  simi- 
lar to  that  above  described  is  associated  with  suppurative  inflammation 
or  gangrene  or  both.  The  gangrenous  pancreas  may  be  more  or  less  en- 
capsulated; it  may  be  surrounded  by  pus.  .  Haemorrhagic  pancreatitis  is 
often  associat^ed  with  fat  necrosis. 

The  conditions  leading  to  pancreatic  haemorrhage  and  haemorrhagic 
pancreatitis  are  not  yet  fully  clear,  but  experimental  studies  of  Flexner 
and  Opie  indicate  that  in  some  cases  at  least  the  presence  of  gastric  juice 
or  of  bile  or  other  substances  in  the  pancreatic  duct  may  be  of  impor- 
tance. The  frequent  association  of  gall-stones  with  haemorrhagic  pan- 
creatitis is  significant.* 

Suppurative  Pancreatitis  is  not  very  common,  and  may  be  primary  or 
due  to  the  extension  of  a  suppurative  inflammation  from  adjacent  or  dis- 
tant parts  of  the  body.  There  may  be  a  diffuse  infiltration  of  the  organ 
with  pus  cells  or  larger  and  smaller  abscesses.  The  abscesses  may  open 
into  the  gastro-intestinal  canal  or  into  the  peritoneal  cavity.  The  causes 
of  primary  suppurative  pancreatitis  are  often  most  obscure.  It  may  be 
associated  with  fat  necrosis  and  with  haemorrhage  and  gangrene  of  the 
pancreas. 

Various  forms  of  bacteria  have  been  found  in  the  necrotic,  haemor- 
rhagic, and  inflammatory  lesions  of  the  pancreas,  but  in  most  cases  the 
significance  of  their  presence  is  not  clear,  since  necrotic  and  haemorrhagic 
foci  may  afford  regions  favorable  to  the  lodgment  and  proliferation  of 
micro-organisms  which  are  secondary  invaders  and  whose  lesions,  if  such 
be  induced,  are  complicating  and  not  primary.' 

^  For  n  study  of  the  relationships  between  cholelitliiasis  ami  diseases  of  the  pancreas 
see  Opie,  "Disease  of  the  Pancreas." 

For  a  study  of  ^experimental  pancreatitis  bcc  Ptnmer,  University  Medical  Magaiine, 
vol.  xiii.,  p.  780.  1001 :  and  Jour.  Exp.  Med.,  vol.  viii.,  p.  167,  1906:  also  Flexner  nndPearee, 
Trans.  Assn.  Am.  Phys.,  vol.  x\n.,  p.  348,  1901  ;   also  Opie,  loc.  cit. 

*  For  a  detailed  consideration  of  acute  inflammation,  hspmorrhage.  gangrene,  and  fat 
necrosis  of  the  pancrea.**,  with  bibliography,  consult  Fitz,  Middleton  Goldsmith  lecture 
on  "Acute  Pancreatitis."  Trans.  New  York' Path.  Soc,  1889.  For  later  bibliography 
Warthin,  Philr-.  Med.  Jour.,  Nov.  19th,  1898,  and  Opie,  "Disease  of  the  Pancreas." 
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Chronic  Interstitial  Pancreatitis.  —This  lesion  consists  in  an  increase  of 
interstitial  connective  tissue,  which  may  be  general  or  confined  to  some 
particular  portion  of  the  gland.  The  new-formed  tissue  may  be  inter- 
lobular or  interacinar  in  distribution. 

The  organ  is  sometimes  enlarged,  sometimes  smaller  than  normal.  It 
is  usually  dense  and  hard;  secondary  atrophy  of  the  parenchyma  regu- 
larly occurs.  It  may  be  associated  with  chronic  inflammatory  processes 
in  the  vicinity  of  the  organ,  and  obstruction  of  the  pancreatic  duct. 
It  may  accompany  cirrhosis  of  the  liver. ^ 

Tuberculous  Inflammation. — Larger  and  smaller  tubercles  and  tuber- 
culous cheesy  nodules  are  occasionally  found  in  the  pancreas  in  con- 
nection with  acute  general  miliaiy  tuberculosis  or  with  tuberculous  in- 
flammation in  some  other  organ,  particularly  with  that  of  adjacent 
lymph-nodes,  the  lungs,  and  the  intestine. 

Sjrphilitic  Inflammation. — Chronic  interstitial  pancreatitis  is  fre- 
quently found  in  congenital  syphilis  of  the  new-born.  The  fibrous  tissue 
is  increased  with  atrophy  of  gland  parenchyma,  but  the  islands  of  Lan- 
gerhans  persist.^  It  is  not  definitely  established  whether  or  not  a  similar 
lesion  may  be  caused  by  acquired  syphilis.  Gummata  are  very  rare  in  the 
pancreas,  but  have  been  described  in  congenital  syphilis  in  very  young 
children. 

TX7M0BS. 

Carcinoma  is  the  most  common  and  important  of  the  tumors  of  the 
pancreas.  It  may  be  primary  or  secondary.  Primary  carcinomata  are 
most  frequently  found  in  the  head  of  the  organ,  but  may  occur  in  other 
parts.'  The  hard  or  scirrhous  form  is  most  common,  but  occasionally 
soft  and  succulent  and  gelatinous  forms  are  found.  They  are  liable  to 
involve  adjacent  parts  by  continuous  growth,  and  may  form  metastases 
in  the  liver,  adjacent  lymph-nodes,  etc.  Secondary  carcinoma  in  the 
pancreas  may  occur  in  carcinoma  of  the  stomach  and  duodenum,  and  of 
the  gall-ducts  and  gall-bladder.  As  a  result  of  carcinoma  of  the  pancreas, 
aside  from  the  extension  of  the  growth,  there  may  l>e  pressure  on  the 
ductus  choledochus,  with  jaundice;  or  on  the  pancreatic  duct,  wnth  cys- 
tic dilatation;  or  pressure  on  the  duodenum,  with  stenosis  of  the  gut;  or 
pressure  on  the  vena  cava,  or  portal  vein,  or  superior  mesenteric  vein, 
etc.,  with  disturbances  of  the  circulation. 

Cysts. — These  are  mostly  due  to  dilatation  of  the  pancreatic  ducts. 

1.  The  entire  duct  may  undergo  a  uniform  cylindrical  dilatation. 
With  this  cvlindrical  dilatation  we  sometimes  find  associated  small  sac- 
culi. 

2.  There  may  be  sacculated  dilatations  at  .some  points  in  the  ducts. 
These  dilatations  form  cysts  of  large  size,  as  large  even  as  a  child's  head. 
Their  walls  frequently  undergo  degeneration  and  calcification.     These 

*  See  reference  to  Lando,  foot-note.  p.  679. 

*  Forastudvof  the  pancrea-s  in  congenital  svpbilis  see  Pearce.  Am.  M<h1..  vol.  vi.,  p.  1020, 
1908. 

*  For  recent  bibliography  of  primary'  carcinoma  of  the  imncrca.**  see  Haldunn,  Phila.  Med. 
Jour.,  Dec.  22d,  1900,  bibl." 
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c'vsts  often  become  filled  with  blood,  and  mav  then  be  mistaken  for 
aneurisms. 

^.  The  small  branches  of  the  pancreatic  duct  may  be  dilated  so  as  to 
form  a  numl)er  of  small  cysts.  These  cysts  are  filled  with  serum,  mucus, 
pus,  or  a  thick,  cheesy  material. 

Cvsts  of  the  pancreas  mav  result  irom  trauma,  inflammatory  closure 
or  obstruction  of  the  ducts,  from  old  areas  of  necrosis  or  haemorrhage, 
and  in  other  wavs.' 

Concretions  of  carbonate  and  i)hosphate  of  lime  are  frequently  found 
in  the  pancreatic  ducts.  They  are  usually  multiple,  small,  whitish, 
smooth,  or  of  rough  and  irrejjular  shape.  Sometimes,  however,  they 
reach  a  diameter  of  more  than  an  inch.  Tliev  consist  chieflv  of  calcium 
phosphate  and  carbonate.  Besides  these  free  concretions  the  walls  of 
the  ducts  are  sometimes  encrusted  with  salts  of  lime.  Such  concretions 
may  produce  dilatation  of  the  pancreatic  ducts  and  large  cysts,  or  more 
rarely  abscesses. 

Foreign  Bodies. — ( lall-stones  sometimes  find  their  way  into  the  pancre- 
atic duct.  Ascarides  have  been  found  in  the  ducts  in  a  considerable 
number  of  cases. 

M'on.s«lt  7'i7<7*T.  "(Vsts  .»f  Paiicn-as."  Vm-li.  Anli..    IM.  rwwii.,    p.   .34S,    18<>4,  bibl. ; 
also  Fitz,  Trans.  A?<.sn.  Am.  Phys.,  vol.  xv.,  p.  254,  IIXM). 


CHAPTER  VIII. 

THE    LIVER. 

Malformations. 

Congenitai  mal  format  ions  of  the  liver  are  not  common  and  are  of  little  practical  im- 
portance. The  organ  may  be  entirely  wanting;  the  lobes  may  be  diminished  or  in- 
creased in  number;  its  form  may  be  altered,  so  that  it  is  rounded,  flattened,  triangular, 
or  (juailrangular.  The  gall-bladder  or  gall-ducts  may  Im?  wanting;  the  ductus  choledo- 
chus  may  be  double,  both  ducts  emptying  into  the  duodenum,  or  one  emptying  into 
the  duodenum,  the  other  into  the  stomach.  The  single  ductus  choledochus  may  also 
empty  into  the  stomach.  Owing  to  abnormal  ojKjnings  in  the  chaphragm  or  the  abdomi- 
nal parietes.  the  liver  may  suffer  displacement  upward  or  forward.  In  congenital 
transposition  of  the  viscera  the  hver  is  found  on  the  left  side,  the  stomach  and  spleen 
on  the  right  side. 

Small,  isolated  bodies,  having  the  same  structure  as  the  liver,  have  been  a  few  times 
found  in  the  suspensory  ligament  and  in  the  lesser  omentum. 

Acquired  Changes  in  Size  and  Position.' 

As  a  result  of  tight  lacing  very  marked  changes  are  sometimes  produced  in  the 
shape  of  the  liver.  By  the  narrowing  of  the  base  of  the  thorax  the  organ  is  compressed 
from  side  to  side,  and  its  convex  surface  is  pressed  :igainst  the  ribs.  In  consetjuence 
of  this  there  are  found  ridges  an<l  furrows  on  its  convex  surface.  In  conse<iuence  also 
of  the  circular  constriction,  a  part  of  the  right,  and  usually  of  the  left  lobe  also,  b<^ 
comes  sef)arate(l  by  a  depres.sion  (Fig.  1.')).  Over  this  depressed  and  thinned  portion 
of  the  hver  the  capsule  is  thick  and  opacpie.  In  extreme  cases  the  depression  and 
thinning  reach  such  an  extent  that  then*  is  only  a  loos(\  ligamentous  connection  Ix?- 
tween  the  separated  portion  and  the  liver. 

A  series  of  depressions  are  .sometimes  foinid  on  (he  up|K»r  surface  of  the  right  lobe 
of  the  liver,  running  from  front  to  back,  apparently  caused  by  folds  of  the  organ. 

Structural  alterations  in  the  liver  may  induce  changes  in  its  size  anil  shafM?.  It 
may  be  increas(»d  in  size  by  tumors,  hydatid  cysts,  abscesses,  fatty  and  amyloid  degen- 
eration, by  congestion,  and  sometimes  by  cirrhosis,  etc. 

It  may  be  diminished  in  size  by  atrophy,  by  cirrhosis,  by  acute  parenchymatous 
degeneration,  etc. 

Changes  in  the  po.sition  of  the  liver  are  ])roduc(Ml  by  alterations  in  its  size,  by  press- 
ure downward  from  the  thoracic  cavity  and  uf)ward  from  the  abdomen,  by  the  con- 
striction of  tight  lacing,  by  tumors  or  circumscribed  s(»rous  exudation  between  the  liver 
and  diaphragm,  by  curvature  of  the  spine. 

The  liver  is  readily  turned,  by  pressure  from  above  or  l)elow,  on  its  transverse  axis. 
The  transversa*  colon  may  \ye  fixed  above  the  liver  so  as  to  push  it  backward,  downwanl. 
and  to  the  right.  There  are  a  few  cases  recorded  of  dislocated  and  movable  livers. 
These  occurred  in  women  who  had  borne  childnm  and  whos(»  abdominal  walls  were  lax. 
With  ascites  it  is  not  uncommon  to  find  the  Hver  (juite  movable.* 

WOUNDS,    RTJPTT7BE,   AND    HJEMO&BHAGE. 

Wounds  of  the  liver  may  induce  haemorrhage,  which,  if  life  continue, 
is  followed  by  inflanmiation.     Serious  wounds  of  the  liver  are  usually 

*  Se«  (rraham,  **  Displacements  of  the  Liver,"  Trans.   .Vs-^n.  Am,  Phys.,  vol.   x.,  p.  2.58, 
1895,  bibl. 
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fatal,  Init  recoveiy  may  occur  even  after  the  dcslnKtion  (if  a  ooiisiilerahle 
pui-tioii  of  the  oi';:aii. 

Rupture  <if  the  liver  inuy  he  producoil  hy  severe  direct  cont ii.sioiis  or 
hy  falls.  It  may  lie  produced  in  chiklreti  hy  artificial  deliverj".  The 
rupture  usually  involves  liotli  the  capsule  atid  a  more  or  less  consider- 
alilc  portion  of  the  liver  tissrie.  It  is  commonly  accompanied  by  large 
luvniorrhiifie,  and  is  usually  fatal. 

Hsemorrhage. —  Rxtravaaations  of  hlood  in  the  substance  of  the  liver, 
or  more  fi-eijuently  beneath  the  capsule,  may  be  found  in  new-bom  chil- 
dren after  tedious  or  forcible  lalwrs.  In  adults,  hiemorrhage,  except  as 
the  result  of  injury,  is  uncommon.  Kstravasations  of  hlooti  are  some- 
times seen  in  malipnant  malarial  fevers,  especially  in  tropical  climate.-s: 
in  scurvy,  i)urpura,  and  phosphorus  poisoning:  and  bleeding  may  occur 
in  and  iilniut  soft  tumors,  al>scesses,  and  echinococeus  cysts.  It  may 
also  occur  sis  :t  i-esnlt  of  ihromlmsisof  the  hepatic  vein. 

AN.SMIA,   AND    HTPEBJBHIA. 

Amemia  of  the  liver  may  l>e  general  or  partial.  It  may  be  due  to 
general  amemia  or  to  local  disturbances  of  the  circulation,  such  as  swell- 
ing of  the  cells  in  parenchymatous  or  other  degeneration,  pressure  of 
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Tlie   liver              are   i^mp    te       a  roph  e<  P       "             penphenes  of  the  lobulM. 

The  reiitral  por   oim  o            obu  es   wh    h  n           res  rgiin  are  da  k        hao    he  peripheiy, 

arc  lifchUT  in  I       preiu      ed  spee  m  n    rom  «li  s  itecU  a  na«    u     because    he  faamo- 
(tobiii  tiiii>  b(«ii  distn    «    u             m  b  uod  ce  U 

tumoin.  etc.     The  organ  appears  pale,  often  of  slightly  yellowish  or 
brownish  color.      It  may  be  harder  than  usual,  and  smaller. 

Hypertemia  of  the  liver  is  either  an  active  or  a  passive  process.     In 
health  the  amount  of  blood  in  the  liver  varies  at  different  times,  being 


TIIK    I.IVEK  681 

regularly  increased  during  the  process  of  digestion.  When  the  diges- 
tive  process  is  unduly  influenced  by  the  ingestion  of  spirits,  spices,  etc., 
the  hyperemia  assumes  abnormal  pi-oportions,  and  when  this  is  often 
repeated  it  may  lead  to  structural  chanfjes  in  the  organ.  Severe  contu- 
siona  over  the  rejiion  of  the  liver  sometimes  cause  a  hypcr:i'inia,  which 
may  result  in  suppurative  or  in  productive  inflammation.  In  hot  cli- 
mates and  in  malarious  districts  active  and  chronic  hypera-miji  of  the 
liver  are  frequent  and  often  incite  structural  lesions.  In  si'urvy,  also, 
the  liver  is  sometimes  congested.  Cessation  and  suppression  of  the 
menses  and  of  hicmorrhoidal  bleedinf;  may  ho  followed  l>y  hyperjpmia  of 
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Hingle  lobule,     Tlic  capillaries  about  tlie  cptilrul  vein  arp 


the  liver.  In  all  these  varieties  of  active  congestion  the  liver  is  enlarged. 
of  a  deep  red  color,  and  blood  flows  freely  from  its  cut  surface. 

Passire  cnmjenlion  of  the  liver  is  produced  by  an  obstruction  to  the 
curi-ent  of  blood  in  the  hepatic  veins.  \';dvular  diseases  of  the  heart, 
emphysema  and  fibnms  induration  of  the  lungs,  large  pleuritic  effu.sions, 
intrathoracic  lumors,  angular  curvature  of  the  spine,  aortii'  aneurisms 
pressing  on  the  vena  cava,  and  constrictions  of  the  vena  cava  :ind  of  the 
hepatic  veins,  may  all  lead  to  a  chronic  hypencniia  of  the  liver.  In  such 
cases,  since  Ihe  conge.-^lion  affects  principally  ihe  he])atic  veins,  we  find 
the  centre  <)f  each  acinus  congested  anil  red.  while  its  periphery  is  lighter 
in  color.  This  gives  to  Ihe  liver  a  nioltlcil  or  nutmeg  appearance  (niit- 
iiiry  lircr)  (Fig.  4:i4).  The  liver  cells  in  the  centre  of  each  acinus  are 
frequently  colored  l>y  little  granules  of  red  or  black  pigment,  and  the 
cells  at  the  peripheiy  become  fally,  so  that  the  nutmeg  appearance  is  still 
more  pronounced.  A  liver  in  this  condition  is  usually  of  medium  size, 
hut  may  be  smaller  or  larger  than  normal. 

When  Ihe  congestion  is  long  continued  the  vein.-s  ut  the  centre  of  each 
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aciinis  iiiiiv  hvvnme  pormiineinlv  diliilP.l,  iuid  itic  hciiatic  cells  in  their 
meshes l.e.-omo ati-opliied  (Fins.4:{.i  and  4:t(ii,  so  that  the  centre  of  each 
iiciiiiis  ((in-sists  only  of  dilated  eapiilarios  or  of  these  iiiid  new  connective 
tissue:  i)r  the  dilatation  ard  atn)phy  of  the  liver  cells  may,  in  cireum- 
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seriheil  poilions  of  the  orfjan,  involve  the  entii-e  acinus.  ]n  long-i-on- 
tinned  congestion  the  liver  is  usually  smidler  than  nornml.  and  may  l>e 
slightly  ronKhened  or  uneven  on  tlii'surface:  Init  it  is sometinios  enlarged. 
The  |)G{>nliur  nntnies  appeariince  may  he  very  well  marked,  or  it  may 
not  l>c  evident,  the  <irKaii  lieinft  of  a  dark-red  color. 


UESXONS    OF    THS    HEPATIC    VES8EI,B. 
TiiK  IIki'^tic  AiiTKHv. 

T!ie  hepatic  artery  i.x  in  rare  cases  the  .seat  of  aneurisms  which  may 
attain  a  larjie  size.  ?«uih  aneurisms  may  displace  the  liver  tissue,  com- 
press the  bile  <lucis  so  as  to  cau.-te  jnnndice,  and  mav  ruptnro  into  Ihe 
Hlomridi  or  aluh.men. 

Owinjt  to  its  ahun<lant  imastonHwes,  end>oli  <if  the  hranehes  of  the 
he]>atic  artery  usually  induce  no  marke<l  lesions,  l>ut  they  sometimes 
result  in  sinv;le  or  nuiltiple  ana-inic  infari'ts.' 


Tu 
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Thrombosis,  Embolism,  and  Inflammation.-  Thnimimxin  of  the 
Ijranclics  of  the  portal  vein  may  he  produced  liy  weakeninKof  theeircula- 
tion  from  frencral  debility  —iiiaraKtuafic  ihronilii;  by  pressure  on  the  vessel 
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from  without,  as  in  cirrhosis,  chronic  peritonitis,  tumors,  gall-stones, 
dilatation  of  the  bile  ducts,  etc.;  by  injury;  by  the  presence  of  foreign 
materials  within  the  vessel;  and  as  a  result  of  inflammation,  especially 
syphilitic,  of  its  wall — phlebitis — or  of  embolus.  The  thrombus  may 
form  in  the  vessels  in  the  liver  or  be  propagated  into  them  from  without. 
It  may  partially  or  entirely  occlude  them.  The  clot  may  become  or- 
ganized as  a  result  of  endophlebitis,  and  a  permanent  occlusion  of  the 
vessel  ensue.  If  the  clot  be  a  simple^  non-irritating  one,  leading  to  oc- 
clusion, the  consequences  are  usually  more  marked  in  the  abdominal 
viscera  than  in  the  liver  itself.  The  branches  of  the  hepatic  artery  form 
sufficient  anastomoses  usually  tfd  nourish  the  liver  tissue  and  prevent  its 
necrosis,  even  in  complete  occlusion  of  the  portal  vein ;  and  if  occlusion 
occur  slowly,  the  organ  may  continue  to  perform  its  functions.:  But  this 
obliterative  form  of  thrombosis  is  usually  attended  by  ascitefe,  enlarge- 
ment of  the  spleen,  dilatation  of  the  abdominal  veins,  and  sometimes  by 
haemorrhage  from  the  stomach  and  intestines. 

In  another  class  of  cases,  in  addition  to  the  local  and  mechanical 
effects  of  a  thrombus,  the  latter  may  be  infectious,  then  there  are  ne- 
crotic changes  and  suppurative  inflammation  in  the  walls  of  the  ves- 
sels or  in  the  liver  tissue  about  them.  The  thrombi  are  apt  to  soften  and 
break  down,  and  the  fragments  may  be  disseminated  through  the  smaller 
trunks  of  the  portal  vein.  In  this  way,  by  the  distribution  through  the 
smaller  vessels  of  a  disintegrated  thrombus  from  a  large  trunk,  or  by  the 
introduction  into  the  branches  of  the  portal  vein  of  purulent  or  septic 
material  from  some  of  the  abdominal  viscera  or  from  wounds,  multiple 
foci  of  purulent  inflammation  in  the  portal  vein,  and  multiple  abscesses 
involving  the  liver  tissue,  may  be  produced.  In  many  cases  the  pres- 
ence of  bacteria  may  be  detected  in  the  inflammatory  foci. 

These  soft  thrombi  of  the  portal  vein  and  the  accompanying  pyle- 
phlebitis and  abscess  are  induced  in  a  variety  of  ways.  Ulceration  of 
the  intestines  and  stomach,  abscesses  of  the  spleen,  suppurative  inflam- 
mation of  the  mesentery  and  mesenteric  glands,  inflammation  and  ulcer- 
ation of  the  bile  ducts  from  gall-stones,  inflammation  of  the  umbilical 
vein  in  infants,  may  all  induce  thrombi  in  their  respective  veins,  which 
may  be  propagated  to  the  portal  vein  or  may  give  rise  to  purulent  or 
septic  emboli.  Two  cases  are  recorded  in  which  a  fish-bone  in  the  por- 
tal vein  induced  suppurative  inflammation  in  that  vessel. 

In  infants  inflammation  of  the  umbilical  vein  mav  inducb  not  onlv 
inflammation  of  the  portal  vein  and  abscesses  in  the  liver,  but  multiple 
abscesses  in  various  parts  of  the  body,  and  acute  peritonitis  may  follow. 

Infarcts. — Infarcts  of  the  liver  seldom  form,  owing  to  the  abundant 
anastomosis  of  its  blood-vessels.  Hut  under  exceptional  conditions, 
as  we  have  seen,  ancrmic  infarcts  may  form  as  the  result  of  the  closure 
of  the  hepatic  artery  or  also  of  small  branches  of  the  portal  vein.  There 
may  then  be  a  larger  or  smaller  mass  of  dead  liver  tissue  surrounded  by 
a  zone  of  congestive  or  inflammatory'  reaction  (Fig.  437).  Occasionally 
also,  owing  usually  to  the  occlusion  of  branches  of  the  portal  vein,  lim- 
ited areas  of  liver  tissue  may  suffer  disturbance  of  the  circulation  leading 
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to  atrophy  of  the  liver  cells  and  Ihc  foimalion  of  fibrous  tissue.  This 
condition  hurt  l>een  culled  hamorrkagie  atrophic  infarction.  It  is  ap- 
parently rather  iociilizcd  atrophy  of  the  liver  than  true  infarction. 

It  is  probaMe  that  the  rare  occurrence  of  hepatic  infarcts  is  closely 
dependent  in  most  instance?  upon  the  development  of  local  thrombosis  or 
emlMtlism,  wliir-h  coiiiinindy  do  not  lead  to  infarction,  together  with  gen- 
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cral  disturbances  of  the  circulation  which  prevent  the  re-estabhshment 
<>{  eqiiilibriuni  in  the  hepatic  vessels.' 

Rupture  of  the  Portal  Vein,  with  fatty  decencration  of  its  walls,  has 
occurred  in  a  few  insiances. 
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Chronic  £ndophlebitiS|  with  atheroma  and  calcification,  may  occur  in 
the  walls  of  the  portal  vein,  giving  rise  to  thrombosis. 

Dilatation  of  the  Portal  Vein,  either  uniform  or  varicose,  may  occur  in 
various  parts  of  the  vessel  or  its  branches.  It  may  be  caused  by  destruc- 
tion of  the  liver  capillaries  in  cirrhosis,  or  by  occlusion  of  the  vein  by 
thrombi,  tumors,  etc. 

The  Hepatic  Veins. 

The  hepatic  veins  present  lesions  similar  to  those  of  the  portal  vein  and 
its  branches,  but  they  are  much  less  frequent.  The  veins  may  be  dilated 
by  obstruction  to  the  passage  of  venous  blood  into  the  heart.  They  may 
be  the  seat  of  acute  and  chronic  inflammation,  and  soft  thrombi  and  sup- 
purative inflammation  may  be  produced  by  abscesses  in  the  liver.  Rarely 
there  is  a  localized  obliterating  phlebitis  in  the  hepatic  vein  followed  by 
chronic  congestion,  interstitial  inflammation,  and  thrombosis.* 

ATROPHT    OF    THE    LIVER. 

Atrophy  of  the  liver  may  affect  the  entire  organ  or  be  confined  to 
some  part  of  it.  General  atrophy  may  occur  in  old  age  as  a  senile 
change,  or  may  be  induced  by  starvation  or  chronic  exhausting  diseases. 
The  organ  is  diminished  in  size,  is  usually  firm,  and  the  acini  appear 
smaller  than  usual.  Microscopically  the  change  is  seen  to  be  due  to  a 
diminution  in  size  of  the  liver  cells,  and  hand-in-hand  with  this  there 
occurs  frequently  an  accumulation  of  pigment  granules  within  the  atro- 
phied cells.  The  cells  may  entirely  disappear  over  circumscribed  areas, 
leaving  only  shrivelled  blood-vessels  and  connective  tissue;  or,  in  some 
cases,  there  may  be  an  increase  of  connective  tissue  associated  with 
the  atrophy  of  the  cells.  When  much  pigment  is  formed  in  the  cells  the 
lesion  is  often  called  pigment  atrophy. 

Essentially  the  same  changes  may  occur  in  circumscribed  portions  of 
the  liver,  as  the  result  of  pressure  from  new  connective  tissue  in  cirrhosis, 
from  tumors,  hydatids,  amyloid  degeneration,  gall-stones,  etc.  In  at- 
rophy from  pressure  the  liver  cells  are  apt  to  become  ^ery  much  flat- 
tened and  squeezed  together  as  they  diminish  in  size. 

NECROSIS. 

Necroses  in  the  liver  may  occur  under  various  conditions  and  in 
many  forms.^ 

Minute  areas  of  necrosis  of  liver  cells,  focal  necrosis  (see  p.  58),  are 
found  irregularly  scattered  through  the  organ  in  various  acute  infections, 
and  mav  be  artificiallv  induced  in  animals  bv  the  injection  of  bacteria 
or  other  vegetable  toxins,  such  as  ricin  and  abrin.' 

^  Consult  for  oblitrrating  phlebitis  of  the  main  trunks  of  the  hepatic  vein  as  a  cause  of 
death.  Chiari,  Ziegler's  Beitr.,  Hd.  xxvi..  p.  1,  1899,  bibl. 

*  For  a  study  of  necroses  of  the  liver  see  Mnllory,  Jour,  of  Med.  Res.,   vol.  vi.,  1901,  p. 

264. 

^  Flcxner,  Johns  Hopkins  Hosp.  Rep.,  vol.  vi.,  p.  2.59,  1897;    .UaW^>rf/,  .lour.  Exp.  Med., 

vol.  iii.,  p.  611,  189S. 
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More  extensive  necroses  of  liver  cells,  especially  about  the  central 
vein,  frequently  occur,  usually  in  acute  infectious  diseases — diphtheria, 
endocarditis,  lobar  pneumonia,  peritonitis,  cerebro-spinal  meningitis.* 
This  has  l^een  called  central  necrosis. 

Necrosis  in  the  liver  may,  however,  be  limited  to  the  peripheral 
zone  of  the  lobule,  peripheral  7iecrosis.  This  condition  has  been  de- 
scribed in  a  few  instances,  especially  in  connection  with  eclampsia. 

Finally,  the  necrosis  of  parenchyma  cells  in  the  liver  may  l>e  limited 
to  the  middle  zone  of  the  lobule,  **  midzonal  necrosis/' 

In  most  of  these  forms  of  so-called  **  zonal  necrosis"^  bacterial  toxins 
or  infections  aj)pear  to  be  the  chief  determining  factor. 

Manv  of  the  necroses  of  the  liver  are  doubtless  due  to  tlie  action  of 
bacteria  or  bacterial  toxins.  The  focal  forms  mav  be  determined  bv  the 
local  growth  of  bacteria,  by  the  occlusion  of  capillaries  by  swollen  and 
proliferated  endothelial  cells,  as  in  typhoid  fever,  or  by  fibrinous  or  ag- 
glutinative thrombi. 

The  reason  for  the  topography  of  the  lesion  in  the  various  forms  of 
**  zonal  necrosis"  has  not  vet  been  definitelv  determined.  Nor  is  the 
relation  of  these  to  certain  phases  of  so-called  acute  yellow  atrophy  of  the 
liver,  clear. 

Pearc<>  hns  shown  ^  that  by  the  injection  into  animals  of  hspmagglutinative  sub- 
stances contaiiicil  in  various  cytolytic  immune  sera,  agglutinative  thrombi  may  form 
in  the  capillaries  and  smaller  branchc  s  of  the  portal  vein,  leading  to  necrosis  of  the  liver. 
The  position  and  extent  of  these  areas  of  hyaline  necroses  vary  with  the  amount  of  the 
senmi  administered.  They  are  mostly  superficial,  and  may  be  small  and  focal  or  in- 
volve nearly  all  the  parenchyma  of  the  lobule,  except  that  in  the  vicinity  of  the  [K>rtal 
spaces. 

Pearcc  and  Wiiine^  have  sliown  that  similar  lesions  may  follow  the  injection  of 
ha'magghitinins  of  bacterial  origin.  In  these  areas  of  hyaline  necrosis  the  Uver  cells 
stain  })oorly  witli  cosin;  the  nuclei  do  not  stain  and  may  be  seen  only  as  faint  outlines, 
or  they  an*  shrunken. 

Oertel  has  descrilM'fl  the  occurrence  of  multiple  circumscribed  necrotic  and  atrophic 
foci  in  the  liver  not  a.s.sociate<l  with  local  infective  processes  and  without  marks  of  in- 
flammation or  connective-tissue  hyperplasia.  These  are  associated  with  stasis  in  the 
blood,  and  bile  capillaries,  antl  local  jwrtal  sclerosis.  These  areas  contain  bile  pigment. 
This  lesion  is  most  marked  alx)ut  the  central  vein,  and  may  vary  in  extent.  It  is 
associated  with  jaundice.  The  lesion  is  diffuse  in  the  liver,  often  running  in  streaks 
which  merge  into  normal  liver  tissue.  Thus  the  liver  becomes  tough,  pale,  bile-stained, 
with  obscured  markings.  The  liver  cells  in  the  afTected  areas  apparently  lose  their 
cytoplasm,  leaving  a  well-pre8er\'ed  outline,  and  may  contain  fat. 

For  this  lesion  the  designation  multiple  non-inflammatory  necrosis  of  the  liver  with 
jaundice  is  suggest e<l.^ 

'  Mnllnr^l,  J«,ur.  Med.  Ros.,  v«)l.  vi..  p.  264,  1901. 

'  For  a  study  of  "zonal  lU'croses"  of  the*  livtr  s«»o  Opit,  .lour.  Mo<l.  Res.,  vol.  xii.,  p. 
147.  1904. 

^  Prnrct.  .lour.  MimI.  Rf»<..  vol.  xii..  p.  ,329,  1904;  also  ibid.,  vol.  xiv..  p.  541,  190G. 

*  Pcnrcr  and  W iniic.  Anior.  .lour.  Mod.  Soi..  vol.  cxxviii.,  p.  669,  1904. 

^  Orrtcl.  .lour.  M«'d.  Ros..  vol.  xii.,  p.  75,  1904;  al.*»o  .lour.  Fxp.  Mo<l.,  vol.  viii.,  p.  103, 
19(M"».  Vor  a  stutiy  of  changos  in  n<KTotic  colls  in  cytolvfiiis  in  the  liver  and  elsewhere 
soo  Stfmmrrs,  .Itmr.  Exp.  Med.,  vol.  ix..  p.  64.  1907. 
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DEGENERATION. 


Albuminous  Degeneration. — In  the  infectious  diseases  and  in  certain 
cases  of  acute  anaemia  and  phosphorus  poisoning — the  liver  is  swollen 
and,  on  section,  of  a  dull  yellowish-gray  color,  looking  as  if  it  had  been 
boiled.  In  contains  less  blood  than  usual,  aftd  the  outlines  of  the  lobules 
are  indistinct.  Microscopical  examination  shows  the  lesion  to  consist  of 
a  swelling  of  the  liver  cells  and  an  accumulation  in  them  of  moderately 
refractile,  finer  and  coarser  albuminous  granules.  These  granules  may 
disappear  and  the  cells  return  to  their  normal  condition,  or  fatty  degen- 
eration may  follow.  Fatty  and  parenchymatous  degenerations  are  often 
associated. 

Acute  Yellow  Atrophy  (Acute  Parenchymatous  Degeneration). — This 
rare  condition  is  characterized  anatomically  by  a  rapid  diminution  in  the 
size  of  the  liver  as  the  result  of  a  granular  and  fatty  degeneration, 
necrosis,  and  disintegration  of  the  liver  cells.  It  is  frequently  associated 
with  the  clinical  condition  called  icterus  gravis.  The  liver,  sometimes 
within  a  few  days,  may  be  reduced  to  one-half  its  normal  size.  On  open- 
ing the  abdominal  cavity  the  organ  may  be  found  lying,  concealed  by 
the  diaphragm,  close  against  the  vertel)ral  column.  The  amount  of 
diminution  and  the  general  appeaVance  of  the  affected  organ  depend  to  a 
considerable  extent  upon  its  previous  condition — i.e.,  whether  or  not  it 
was  the  seat  of  other  lesions — as  well  as  upon  the  duration  of  the  process 
and  the  degree  of  degenerative  change.  In  general,  if  the  lesion  is  well 
marked,  the  liver  is  small,  flabby — sometimes  almost  fl\ictuating — and 
the  capsule  wrinkled.  On  section  the  cut  surface  may  show  but  little 
trace  of  lobular  structure,  but  present  an  irregular  mottling  with  gray, 
ochre-yellow,  or  red;  sometimes  one.  sometimes  another  color  prepon- 
derating. 

Microscopical  examination  sliows  varying  degrees  of  degeneration  and 
destruction  of  the  liver  cells.  Most  evidently  in  those  parts  which  have 
a  grayish  appearance,  the  outlines  of  the  cells  are  preserved  and  the  proto- 
plasm is  filled  with  larger  and  smaller  granules.  In  the  yellow  portions 
the  outlines  of  tlie  liver  cells  may  be  preserved,  and  they  may  contain 
varying  quantities  of  larger  and  smaller  fat  droplets  and  granules  of 
yellow  pigment.  Or  the  cells  may  be  necrotic  or  disintegrated,  and  in 
their  place  are  irregular  collections  of  fat  droplets,  hyaline  material,  pig- 
ment granules,  red  and  yellow  crystals,  and  detritus;  only  the  connective 
tissue  and  blood-vessels  of  the  original  liver  tissue  remaining  (Fig.  4.S8). 
The  red  areas  may  show  nearly  complete  absence  of  liver  cells  and  cell 
detritus,  and  sometimes  irregular  rows  of  cells  which  are  variously  in- 
terpreted as  being  new-formed  gall -ducts  or  proliferated  liver  cells, 
marking  a  reparative  process  which  may  be  extensive.*  In  these  areas  it 
appears  to  be,  in  part  at  least,  the  ])lood  contained  in  the  vessels  which  im- 
parts the  red  color.     Sometimes  the  interstitial  tissue  is  infiltrated  with 

*  For  a  stiuiy  of  regfiierativf  cliuiif^es  in  the  liver  after  ariite  yellow  atrophy  see  Mar- 
Calliim,  .Johns  Hopkins  llosp.  Hep.,  vol.  x.,  1902,  p.  .'?7.'>:  also  Prarcr,  Jour.  Me<l.  Res.,  vol. 
XV.,  p.  99,  19(Mi. 


small  sjiheroiiiiil  cells  reseiiiMiiiK  U'licoi-ytes.  (.'rvstals  of  leunn  and  ty- 
rosin  are  winu'iiiucs  finmil  iiilcniiinfrlod  wiili  tlie  rell  detritus.  In  some 
(■uses  llie  liver  is  not  (liiiiiiii^^liod  in  size.  In  Piirly  stjifres  it  may  evan  be 
larger  tliiui  Dnrniiil. 

These  lesions  of  the  liver  are  fi'eqiiently  associaled  with  enlargement 
of  the  spleen  ami  parenHiynininus  detrPueriU ion  of  the  kidnej'  and  of  the 
heart  nuisde.  Multiple  ha-nionhafjes  may  oecur  in  the  jiaatro-intestinal 
canal,  kidneys,  bladder,  and  lun^.     There  is  frequently  marked  jaundice. 

The  condition  above  descriWd  a.s  acute  yellow  atrophy  of  the  liver 
.sontetiines  ocinrs  in  persons  previously  apparently  well,  Imt  may  ac- 
company infectious  (liseases — typhoid  fever,  diphtheria,  puerperal  in- 
fection, ell-. — and  may  be  seen  in  eclampsia   and  pernicious  vomiting 


^^^^^•^'''•S^lP/jf^r 


QH' largely  .k'Htroy.it. 

in  prejinaniy.  While  the  nature  of  the  condition  is  not  well  understood 
il  seems  pmbable  that  the  lesion  is  essentially  a  necro,<is  and  degeneration 
lesnltinK  from  toxic  substances  produced  either  in  bacterial  infection  or 
through  faulty  cell  metalM)lism: — that  is  by  bacteriopenic  or  cytogenic 
toxins.  It  is  pi-obably  crmneous  to  consider  the  le.siona  of  the  liver 
described  under  the  name  of  acute  yellow  atrophy  as  marking  a  single 
dis.a.so  process. 

As  to  the  details  of  the  pathogenesis  of  this  condition,  opinions  dif- 
fer, and  the  whole  subject  is  in  urgent  need  of  more  exact  research. 

In  the  forms  of  this  liver  lesion  which  mark  tlie  toxicmia  of  pregnancy, 
whether  lliese  be  clinically  manifested  in  c<'lam]>sia.  pernicious  vomiting, 
or  other  less  well  marked  abnormal  conditions,  there  appears  to  be 
n.  dislurbance  ot  nitroKcnous  metaliolisin  in  the  liver,  associated  with 
the  characterislic  rapid  dcstruclion  of  ihe  parenchyma. 

Il  siioidd  be  borne  in  mind,  finally,  that  while  acute  yellow  atrophy 


of  tiie  liver  has  lieen  i-efiiirdcd  iii^un  cspecinlly  fsitiil  lesion,  ihere  is  abun- 
dant c-linical  and  niorpholofjical  evidence  that  various  grades  of  the  lesion 
may  occur  and  that  i-eiovery  from  many  forms  with  regeneration  of  liver 
tissue  is  not  uncommon.' 

Fatty  Infiltratioii. — -In  the  normal  human  Hver  Ihere  is  usually  a  cer- 
tain amount  of  fat  in  the  liver  cells,  and  this  amoimt  varies  considerably 
under  different  conditions. 

The  gross  appearance  of  pathological  fatly  livei-s  varies  a  jjood  deal, 
depending  upon  the  amount  and  distribution  of  fat  and  its  association 
with  other  changes.  If  the  lesion  is  uncomplicated  and  considerable,  the 
organ  is  increased  in  size,  the  edges  are  rounded,  the  consistence  is  firm, 
the  color  yellowish,  and  the  cut  surface  greasy.  The  lobules  are  enlarged 
and  their  outlines  indistinct,  and  the  blood  content  is  diminished.     The 
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Portion  of  the  peripher>-  of  a  lobulp.  sliowing  many  liver  cells  diatenilpil  with  a  hIdrIf  Ikr^p 
drop  of  fat,  while  between  tliexe  are  livf  r  cells  with  nniall  Fat  droplets  and  others  flattened  by 
prenuie.    In  llii»  section,  liardcned  by  alcoliol,  tlie  fat  lias  been  flLsdoLvod,  Leaving  clear  :»paco4. 

liver  is  increased  in  weight.  The  lesion  may  be  uniform  throughout  the 
organ  or  it  may  occur  in  patches.  In  the  latter  cuse  the  liver  has  a 
mottled  appearance,  irregular  yellowish  patches  alternating  with  the 
brownish-red,  unaffected  portions. 

Fatty  infiltration  is  often  associated  with  chronic  congestion  {niUmnj 
liver),  with  cirrhosis  and  amyloid  degeneration;  the  picture  may  then 
present  considerable  complexity.  Fatty  liven*  may  be  stained  brown  or 
greentsb  with  bile  pigment. 

Microscopically  the  liver  cells  are  seen  to  contain  larger  and  smaller 
droplets  of  fat  (Fig.  4391,  and  frequently  large  drops  of  fat  occupy  nearly 
the  entire  volume  of  the  cell,  so  that  the  protoplasm  may  he  visible  only 


'  For  a  Bludy  of  fomis  of  ac 
other  disturbarces  of  iiregnanry 
Blw>£irinjf,  ibid.,  i-ol.  li.,  IDOS. 
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iirraw,  iiiii-leated  crescent  at  one  side,  nr  it  in;iy  disappear  alto- 
(Fip.  440). 

ty  infiltr:itinn  of  the  liver  may  iict-nr  as  :i  result  of  excessive  in- 
<if  oloa^innu.s  food:  in  chronic  aU-nhol,  phosphorus,  and  arsenic 
ntc;  in  lertain  exhanstinf;  diseased  accompanied  by  malnutrition, 
as  in  puImonar>'  phthisis,  chronic  dys- 
entery, ell'.;  and  under  a  variety  of 
conditions  which  we  do  not  understand. 
It  is  ccinirnon  in  children,  especially  in 
afnte  infectious  diseases.' 

Fatty  Degeneration.— In  this  con- 
dition, which  in  many  cases  cannot 
be  distiniruished  morpholoEJcally  from 
fatty  indltriitinn,  the  fiit  is  believed  to 
lie  formed  liy  n  tninsforniation  of  the 
pnttoplasm  of  the  liver  cells  (see  p.  40). 
i.ivhji  0:1.^..  The  fat  droplets  are.  for  the  most  part, 

ver\'  small  and  abundant  (Fig.  441), 
\ti\i  this  is  not  constant.  Fatty  degeneration  of  the  liver  cells  fre- 
itly  follows,  and  is  associated  with,  cloudy  swellinR  under  the  vary- 
ciin<litions  in  which  this  occurs,  or  it  may  appear  in  profound 
!ni;i  find  in  acute  phosphorus  anil  arsenic  poisoning. 

-  f^  "'Sir-- '  •■  ■• 
5*>j-^  ^  *^-  -^  "^    ■ 

%^:  ....^\  '"^ 


Amyloid  Degeneration.— In  the  liver  amyhiid  degeneration  may  be 
general  or  loial;  so  extensive  as  to  give  the  organ  very  characteristic 
appearances,  iir  so  slight  us  to  he  unrecognizable  without  the  aid  of  the 
microsco|>e.     It  nuiy  lie  a.s»ociated  with  other  Icsitms.     When  the  change 

■  S>-<'  Fm  man,  .\rr'liiv<->  iif  I>riliarric':<,  vol.  x\  ii,.  p.  Kl ,  IWIO. 
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is  extensive  aad  general  the  liver  is  enlarged  sometimes  to  more  than 
twice  its  normal  size;  the  edges  are  thickened  and  rounded;  the  surface 
is  smooth;  the  tissue  tough,  firm,  inelastic,  more  or  less  translucent,  and 
of  a  brownish-yellow  color.  The  lobular  structure  may  l)e  more  or  less 
indistinct,  or  it  may  become  very  evident  by  an  associated  fatty  degen- 
eration of  the  peripheral  or  central  cells  of  the  lobules.  The  translu- 
cency  and  peculiar  appearance  of  the  tissue  may  be  l>est  seen  by  slicing 


off  a  thin  section  and  holding  it  up  to  the  light.  When  the  lesion  is  less 
considerable  the  liver  may  be  of  the  usual  size,  and  may  feel  harder  than 
normal,  and  here  and  there  a  translucent  mottling  may  be  evident,  or 
the  degeneration  may  be  apparent  only  on  the  addition  of  staining 
agents.  When,  as  is  frequently  the  case,  it  is  associated  with  cirrhosis, 
the  liver  may  be  small  and  nodular,  and  the  appearance  of  the  cut  sur- 
face varies,  depending  upon  the  character  of  the  cirrhotic  change  and 
the  presence  or  absence  of  fat. 

This  degeneration  usually  commences  in  the  walls  of  the  intralobular 
blood-vessels,  causing  them  to  become  thickened  and  translucent  (P'ig. 
442).  Their  lumen  may  lie  nearly  or  entirely  occluded.  The  liver  cells 
may  be  squeezed  by  the  thickening  of  the  vessels  and  may  become  par- 
tially or  completely  atrophied,  or  they  may  be  fatty.  Amyloid  degener- 
ation may  also  involve  the  interlobular  vessels,  and  in  advanced  stages 
larger  and  smaller  areas  of  liver  tissue  may  be  almost  completely  con- 
verted into  the  dense,  retractile  substance  in  which  here  and  there  flat- 
tened liver  cells  may  be  seen. 


Gli  Tut'.   i.rvEit 

Amyloid  deneiienit ion  of  the  liver  is  usiiully  assmiateil  with  a  simi- 
lar lesion  of  other  orgau>. 

Glycogen  Degeneration.— This  may  oicur  in  the  Hver  tells  in  diabetes. 


FIOHBHTATIOK   OF   THE   LIVBB. 

Pigmentation  of  the  liver  cells,  fn-m  bile  and  blood  derivatives,  is  to 
a  certain  extent  normal,  may  be  greatly  increased  as  a  result  of  atrophy, 
of  localized  ha'morrhage,  and  of  obstructive  jaundice.     Pigtuentatinn 
of  the  liver  may  be  marked  in 
ha.'mochromatosi3  (see  p.  54). 
.\s  a  reault  of  severe  ma- 
larial   poisoning    a    variable 
amount  of  lirown,  black,  or 
red<iish  pigment  is  often  found 
in  the  blood.     This  is  usually 
mostly  taken   up  by  the  leu- 
cocytes and  deposited  in  va- 
rious parts  of  t  he  body,  chiefly 
in  the  liver,  spleen,  and  mar- 
row of  the  bones.     In  the  liver 
it  is  usually  found  enclosed  in 
the  endothelial  cells*  free  or 
in  place  in  the  blood-vessels 
(see  Fig.  443),  but  sometimes 
in  the  tissue  Iwtween   them. 
The  liver  cells  frequently  con- 
tain bile  pigment,  but  usually 
,~.^™.™  ^^^^  "^  '"^^  from  the  melanotic 
«.    pifcmeDted  nwliuial  pigment  characteristic  of  this 
ofthfwli..  malarial   condition.      As   the 

result  of  this  accumulation  of 
pigment  the  liver  may  have  a  dark  red  dish -brown,  an  olive-brown,  or  a 
black  color  (sometimes  called  brome  liver). 

Pigment  similar  in  character  to  that  which  occurs  in  the  lungs  from 
the  inhalation  of  coal  dust  may  l>e  found  in  the  connective  tissue  along 
the  portal  vessels.  Inhaled  pigment  particles  may  pass  the  lungs  and 
bronchial  lymph-nodes,  and  be  deposited  in  the  liver  as  they  are  in  the 
spleen  and  hepatic  lymph-nodes. 

OAIiCIFICATION. 

This  lesion  of  the  liver  is  rare.  The  deposit  of  lime  may  be  in  the 
vicinity  of  the  arteries  or  the  veins.' 


FlO.  443. — HaLAMAI.  FlOMBNTATtON  OF  THC    LrVEII 

The  pigment  is  lantel; 
thelium  wilhtn  tbe  capilla 
p»r»siteB  niaj-  be  .««■[>  in  hoi 


liver  see  Htini.  A 
'  Sec  Brilt  md  Lib 


iun.  Jour.  Kx|..  Mnl.. 
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INFLAMMATION .     (  Hepatitis. ) 

Acute  Exudative  Hepatitis  (Purulent  Hepatitis). — Purulent  or  suppura- 
tive inflammation  of  the  liver  may  be  the  result  of  injur}-;  it  may  be 
secondary  to  inflammation  of  the  gall-ducts  or  the  branches  of  the  portal 
vein.  It  may  occur  as  the  result  of  the  presence  of  tumors  and  parasites, 
or  from  propagation  of  an  inflammatory^'  process  from  without,  as  in  ulcer 
of  the  stomach  with  adhesions  to  the  liver  and  secondary  involvement  of 
the  latter.  It  is  often  directly  due  to  the  introduction  of  bacteria  into 
the  organ,  through  the  blood-vessels  or  gall-ducts  or  otherwise.  Puru- 
lent inflanmiation  in  the  liver  almost  alwavs  results  in  abscess. 

Large  abscesses  of  the  liver  may  be  traumatic,  but  are  often  due  to 
unknown  causes.  They  are  not  infrequently  associated  with  dysentery, 
and  may  then  be  due  to  the  conveyance  of  micro-organisms  through  the 
veins,  or  lymph-channels,  or  peritoneum,  or  gall-ducts  from  the  intestinal 
ulcers.  Such  abscesses  may  be  due  to  the  presence  of  the  amccba  coli. 
They  occur  most  frequently  in  tropical  climates — hence  the  name  tropical 
abscess — but  are  not  very  imcommon  in  the  temperate  zone.  They  are 
usuallv  single,  ])ut  there  mav  be  several  of  them.  Thev  are  sometimes 
so  large  as  to  occupy  a  large  part  of  the  lobe.  They  are  most  fre<^juent 
in  the  right  loV)e,  but  may  occur  in  any  part  of  the  organ.  They  tend  to 
enlarge,  and  as  they  do  so  they  approach  the  surface  of  the  liver.  Here 
the  contents  of  the  ab.scess  may  be  discharged  into  the  peritoneal  cavity. 
More  frequently,  however,  as  they  approach  the  surface,  a  localized 
adhesive  peritonitis  ensues,  so  that  the  liver  becomes  bound  to  adjacent 
parts,  and  thus  the  abscess  may  open  into  the  pleural  cavity,  or,  owing 
to  a  secondary  pleurisy  with  adhesions,  into  the  lung  tissue.  They  may 
open  into  the  pericardium.  They  may  open  externally  through  the  ab- 
dominal wall;  into  the  stomach,  duodenum,  colon,  or  pelvis  of  the  right 
kidney;  into  the  hepatic  veins,  portal  vein,  vena  cava,  or  gall-bladder 
or  gall-ducts. 

The  early  stages  in  the  formation  of  large  abscesses  of  the  liver  are 
but  little  known.  It  is  probable,  however,  that  in  many  cases  they  are 
the  result  of  the  confluence  of  smaller  abscesses  (Fig.  4oS).  Their  con- 
tents, usually  bad-smelling,  may  be  thick  and  yellow  like  ordinary  pus, 
but  more  commonly  they  are  thin,  reddish-l)r()wn,  or  greenish  in  color 
from  admixture  with  the  pus  of  blood,  gall  pigment,  and  broken-down 
liver  tissue.  Microscopical  examination  shows  the  contents  to  consist  of 
fluid  with  pus  cells,  more  or  less  degenerated  blood,  degenerated  liver 
cells,  fragments  of  blood-vessels,  and  pigment  granules  and  crystals. 
The  walls  of  the  abscess  are  usually  ragged,  shreds  of  necrotic  liver  tissue 
hanging  from  the  sides.  Microscopical  examination  of  the  liver  tissue 
near  the  al)scess  shows  infiltration  with  pus,  flattening  of  the  liver  cells 
from  pressure,  cloudy  swelling,  and  necrosis  of  those  lying  along  the 
cavitv.* 

The  amcebic  absces.ses  are  usuallv  free  from  bacteria.     Other  ab- 

*  Sc»o  for  a  'study  of  tropical  absccMs  of  the  livor  flmmrfl  ainl  Jh»triT.  Ain.  .Jour.  Med. 
Sci.,  vol.  rxiv.,  pp.  l.V).  2e<\,  1S97,  hiM. 
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ihc  Streptococcus 


old  abs<-essos.  examination 
leveiil  the  presence  of  niicro- 


scesses  may  i-outiiin  the  Hiicilhis  coli  imi 
pyogenes  or  Staphylococcus  pyogenes. 

Not  infrequently,  however,  especially  i 
lH>lh  morphological  ami  cullurnl  fails  t 
organisms. 

After  the  tlist-harge  of  the  contents  of  ilie  alwicssur  without  this,  if 
it  l)e  not  very  large,  graimlation  tissue  may  form  in  the  wall  of  the  cav- 
ity an<l  a  filirous  capsule  l)e  pnuluced,  enclosing  the  contents,  which  In- 
come thickened  ami  often  calcareous,  and  in  this  condition  may  remain 
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for  a  long  time.     Or  the  connective-tissue  walls  may  approach  one  an- 
other and  join,  forming  n  hltrous  cicatrix  at  the  seat  of  the  abscess. 

Sniail  iriullii>l<'  im-tdHlalic  abficisucs  are  not  iafi-equent  in  pyaemia.  In 
these  nl>scesses  we  can  readily  study  the  various  stages  of  formation. 
Suppurative  processes  in  any  part  of  the  body — in  the  head,  upper  and 
lower  extremities,  etc. — may  act  as  distributing  centres  for  micro-organ- 
isms.' These,  entering  the  circulation,  may  pass  the  heart  and  pulmo- 
na"y  capillaries,  with  or  without  inducing  lesions  in  the  lungs,  and,  lodg- 
ing ill  the  ves.sels  of  the  liver,  induce  circumscribed  necrosis  of  the  liver 
tissue  (see  Fig.  oC,  p.  S<S)  and  suppurative  inflammation.  Under 
the.'ie  conditions  we  may  find  on  a  section  of  the  liver  larger  and  smaller 
yellowish  or  grayish  spots,  the  larger  of  whiih  may  be  soft  and  present 
the  usual  characters  of  abscesses.     The  smaller,  which  may  not  be  larger 
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than  a  pin's  head,  may  present  the  usual  consistence  of  liver  tissue  with 
the  lobular  structure  still  evident;  others  may  be  softer,  more  yellow, 
and  surrounded  by  a  zone  of  hypeiirmic  liver  tissue.  Microscopical  ex- 
amination of  the  earlier  stages  often  shows  the  blood-vessels  filled  with 
bacteria,  scattered  and  in  masses.  Around  these  the  liver  cells  are  found 
in  various  stajjes  of  necrosis;  in  many  the  nuclei  do  not  stain  and  the 
bodies  are  very  granular,  or  the  entire  cell  is  broken  down  into  a  mass 
of  detritus.  About  these  necititic  Islets  of  liver  cells  pus  cells  collect 
and  often  form  a  zone  of  dense  infihration  (Fiji;.  57,  p.  89).  Thus, 
by  the  increase  of  pus  cells  and  the  necrosis  of  liver  tissue,  small  ab- 
scesses are  formed  whose  contents  arc  interniingled  with  greater  or  less 
numl*^^  of  bacteria  (Fig.  444),  which  seem  to  increase  in  number  as  the 
process  {;oes  on.     Hy  the  confluence  of  small  aljscesses  larger  ones  may 
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lie  formed.      Death  usually  ensues,  however,  before  the  ansces-ses  attain 
a  very  large  sine. 

Chronic  Interstitial  Hepatitis  (Cirrhosis).'— The  most  marked  result  of 
tlii-onic  intei-stilial  hepatitis  in  the  form.ition  of  new  connective  tissue  in 
the  liver.  The  char.icter,  amount,  and  distril>utii>n  of  the  new  tissue 
vary  greatly  in  different  cases.  Secondarily  there  ai-e  usually  marked 
changes  in  the  liver  cells  and  in  the  blood-vessels  anil  gall-ducts.  The 
new  tissue  is  most  conunonly  formeil  and  most  abundant  in  the  periph- 
ery of  the  lobules  along  the  so-culled  capsule  of  (llisson,  but  it  may  ex- 
tend into  the  lobules  l)et\veen  the  liver  eel!.-'.  It  may  surround  single 
lobules,  or  niin-e  frequently  larger  and  smaller  groups  of  lobules  (t'ig. 
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445).  It  iiKiy  occur  in  liniuil  iir  iiarniw,  incKiilar  streaks  iir  liuuds 
and  i.s  iisMuiHleil  wilh  tlic  old  fibrous  slioma  of  the  organ,  it  is  fre- 
qupiitly  more  abimdaiil  in  one  part  of  llie  liver  than  in  another.  The 
new-l'ormed  tissue  tends  to  contrju-t,  and  thus  compromise  by  pressure 
tlio  enclosed  islets  ol"  liver  tissue,  causing  them  to  project,  ui  larger 
and  smaller  nodules,  fnitn  the  surface  of  the  organ.  The  liver  cells  may 
be  flattened  or  atrophied  from  pressure;    or,  from  interference  with  the 
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p»)rtal  circulation,  they  may  at 
conic  coloifd  wilh  bile  pigmeni 
cirrlmsis. 

The  varied  appearames  wh 
eye  doi>end  largely  upon  the  a 
nectivc  ti.isne  and  up<)n  the  se 
surface  may  be  very  rough  an 
and  small<'r  irregular-shaped  nodnli 
■  the  depressed 


or  become  fatty;   or  they  may  lie- 
is  form  of  lesion  is  called  atrophic 

ill  cirrhotic  livers  jire.seni  to  the  naked 
iiount  and  dislribiili<in  of  the  new  coii- 
ondaiy  ciiangcs  in  the  liver  cells.  The 
I  uneven  from  the  projection  of  larger 
of  liver  tissue  (Fig.  44(i)  bc- 
■te<l  bands  of  new-formed  con- 
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smooth,  when  the  new  connective-tissue  bands  are  small,  evenly  dis- 
tributed, or  little  contracted.  Again  the  liver  may  be  greatly  distorted 
and  misshapen  by  the  atrophy  of  the  parenchyma  and  the  contraction 
of  large  and  irregular  bands  or  masses  of  new  connective  tissue.  In 
sections  through  cirrhotic  livers  the  new  tissue  may  not  lie  visible  to  the 
nuked  eye,  or  it  may  appear  as  grayish,  irregular  streaks,  or  Iiands, 
or  patches,  often  sharply  outlined  against  the  dark-red,  or  brown,  or 
j'ellow,  or  greenish-yellow  parenchyma.  When,  as  is  often  the  case,  fatty 
infiltration  is  associated  with  atrophic  cirrhosis,  the  liver  may  not  only 
Qot  be  diminished  in  size,  but  may  be  larger  than  normal. 

On  microscopical  examination  the  new  connective  tissue  is  fount!  in 
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some  i;u8es  loose  in    e\      e  and    onta  n  n-'  ms  ou  I    si    pe  1    ells 

or  it  may  \>e  dense  and  conta  n  con  p  r  el  fe  ell  t  s  sually 
quite  vascular  and  conta  ns  a  relat  el  1  r  e  n  ml>er  of  elost  fit  r  Is 
The  connective  tissue  is  most  abundant  between  the  lobular  masses  of 
,  liver  parenchyma,  but  it  may  encroach  more  or  leas  upon  their  periph- 
eries. Small  gall-ducts,  some  of  them  at  least  apparently  new  formed, 
are  usually  present  in  the  connective  tisHue  around  the  islets  of  paren- 
chyma (Fig.  447).  Some  of  these  may  usui:l!y  l>e  found  continuona  with 
the  old  ducts  or  gall  capillaries.     ISomctimci;  rows  of  moreorlesE  cuboidal 

■  Fur  a  Hlutlv  a(  the  cli&rarter  of  \hr  nt-w  ronnn-tivc  tiiKFue  in  cirThwiis  see  Fleziur,  Unl- 
vpnity  Mnliral  MaRSiinc,  vril.  xiii.,  p.  613,  lOOU. 
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tolls  in  llic  coniipciive  tissue  Jippear  fo  lie  liver  cellri  wliieh  have  re- 
verted to  a  simpler  type  (Fis;.  44S).'  Fnmi  fheokl  liver  cells  orfrom  the 
cells  of  the  new-fornioil  iiiill-iUicts  iicw  liver  cells  are  produced  so  that 
here  as  in  certain  cases  of  aciitc  yellow  atrophy  a  reparative  process 
is  initiated  and  a  certain  amount  of  new  parenchyma  may  form. 

The  branches  of  the  hepatic  and  jwrtal  veins,  particularly  the  latter, 
often  become  obliterated  by  pressure  from  the  new  connective  tissue  or 
from  chronic  thitkcninK  of  their 
walls,  so  as  seriously  to  interfere 
with  the  functions  and  nutrition  of 
the  liver  cells.=  The  bile-ducts 
also  may  licccime  obliterated,  or 
there  may  be  catarrhal  inflamma- 
tion, especially  of  the  larger  trunks. 
The  branches  of  the  hepatic  artery 
arc  nuich  less  liable  to  alterations 
than  the  other  vessels.  The  cap- 
sule of  t  he  liver  is  usually  thickened, 
cither  uniforndy  or  in  irregular 
patches;  or  its  surface  may  be 
rounliPHPd  by  larger  and  smaller 
papillary  pnijections.  The  liver  is 
frequently  b<iund  tothediaphrapm 
or  other  adjacent  organs  by  con- 
nective-tissue adhesions.  Amyloid 
and  fatty  degeneration  may  l>ea.i- 
Bociated  with  cirrhosis.  Cirrhotic 
livers  frequently  show  an  unusual 
numlier  of  leucocytes  in  the  blood- 
\'efisels. 

The  obstruction  to  the  portal 
circulation  induced  by  cirrhosis  usu- 
ally gives  rise  to  a  number  of  secondary  lesions,  since  collateral  circu- 
lation is  rarely  established  in  sufficient  degree  to  afford  much  relief.  The 
haMnorrhoidal  and  vesical  veins  may  lie  greatly  enlarged,  and  also  veins  of 
communication  Itetwecn  (Uisson's  capsule  and  the  diaphragmatic  veins. 
In  rare  cases  a  very  peculiar  dilatation  of  the  cutaneous  veins  about 
the  umbilicus  is  observed.  The  enlarged  veins  form  a  circular  network 
around  the  umbilicus,  or  a  pyramidal  tumor  l>cside  it,  or  all  the  veins  of 
the  abdominal  wall,  from  the  epigastrium  to  the  inguinal  region,  are  di- 
lated. This  ccmditiim  is  said  to  be  dependent  upon  the  congenital  non- 
closure and  sul>sequent  <lilatation  of  the  umbilical  vein  and  its  anasto- 
moses with  the  internal  mammary,  epigastric,  and  cutaneous  veins. 
According  to  Sappey,  it  is  not  the  umbilical  vein  which  is  dilated,  but  a 
vein  which  accompanies  the  liganientum  teres. 
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There  is  very  frequently  also  a  dilatation  of  the  veins  of  the  abdomi- 
nal wall,  which  has  a  different  oripn.  It  is  produced  by  the  pressure  of 
the  fluid  of  ascites  on  the  vena  cava,  and  is  found  with  ascites  from  anv 
cause  and  with  abdominal  tumors. 

Ascites  is  the  most  common  secondary  lesion  of  atrophic  cirrhosis. 
It  usually  begins  at  an  early  stage  of  the  disease,  and  is  apt  to  increase 
constantly.  It  generally  precedes  oedema  of  the  feet,  but  both  may  ap- 
pear at  the  same  time.  This  fluid  is  of  a  clear  yellow  or  brown,  green 
or  red;  it  is  sometimes  mixed  with  shreds  of  fil)rin,  and  more  rarelv 
with  blood.  The  peritoneum  remains  normal,  or  becomes  opaque  and 
thick,  or  there  mav  be  adhesions  between  the  viscera. 

The  spleen  is  very  frequently  enlarged,  and  the  enlargement  may  be 
considerable.  When  it  is  not  increased  in  size  tliis  seems  usuallv  due 
to  previous  atrophy  of  the  organ,  or  to  fibrous  thickening  of  its  capsule, 
or  to  haemorrhages  from  the  stomach  and  bowels  occurring  just  before 
death. 

The  pancreas  is  usually  the  seat  of  more  or  less  marked  interstitial 
hyperplasia.' 

The  stomach  and  intestines  are  often  secondarily  aff'ected  by  the  ob- 
struction to  the  portal  circulation.  Profuse  hiemorrhage  from  the  stom- 
ach and  intestines  may  occur  and  sometimes  cause  sudden  death.  The 
mucous  membrane  is  then  found  pale,  or  congested,  or  with  htemor- 
rhagic  erosions.  The  haemorrhage  not  infrequently  results  from  rupture 
of  oesophageal  varices  which  are  present,  especially  in  the  lower  portion, 
in  a  noteworthy  proportion  of  cases  of  atrophic  cirrhosis.^  Sometimes 
the  blood  is  infiltrated  in  the  coats  of  the  stomach  and  intestines. 

The  mucous  membrane  of  the  stomach,  and  of  the  entire  length  of  the 
intestines,  is  frequently  the  seat  of  chronic  catarrhal  inflammation,  and 
is  sometimes  uniformly  and  intensely  congested  and  coated  with  mucus. 
In  other  cases  both  the  mucous  and  muscular  coats  are  pale,  but  very 
markedly  thickened. 

Cirrhosis  of  the  liver  is  not  infrequently  accompanied  by  chronic  dif- 
fuse nephritis. 

Hypertrophic  Cirrhosis. — There  is  a  form  of  interstitial  hepatitis  in 
which  the  growth  of  new  tissue  occurs  not  only  between  the  lobules,  but 
extends  into  the  lobule  between  the  liver  cells  (Fig.  449).  Under  these 
conditions  even  in  advanced  forms  of  the  lesion  the  liver  may  be  en- 
larged, the  surface  may  be  smooth  or  slightly  roughened,  the  parenchyma 
is  often  bile-stained.  This  form  of  interstitial  hepatitis  is  called  hyper- 
trophic cirrhosis.  There  is  a  form  of  interstitial  hepatitis,  usually  of  the 
hypertrophic  type,  in  which  the  growth  of  connective  tissue  is  most 
marked  in  the  vicinity  of  the  smaller  bile-ducts.  This  often  occurs  in 
connection  with  obstruction  of  the  bile-ducts,  and  the  lesion  is  called  bili- 
ary cirrhosis.     In  ''biliary  cirrhosis"  rharked  jaundice  is  said  to  be  com- 

*  For  a  Htmly  of  pancreas  lesions  in  liepatic  cirrha"*!**  s<»e  ^Mndo,  Zeits.  f.  Ileilkutide, 
Abt.  f.  path.  Anat.,  Bd.  xxvii.,  p.  1,  1906. 

*Eor  a  critical  s«ummar>' of  Kastro-ixitestinal  haemorrhage  in  cirrhosis,  with  bibliography, 
see  Preble,  Am.  Jour.  Med  Sci.,  vol.  cxix.,  p.  263,  IIKK). 
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niiin,  while  usrites  is  iiKulernte  or  ubsoiit.  In  certain  cases  there  is  a 
marked  difference  in  the  grusa  and  microscopic  appearance  in  atrophic 
iiiid  hypertrophic  cirrhosis,  but  intermediate  forms  occur.  The  difTereoce 
in  tlie  conditions  wliich  lead  to  these  two  forms  of  cirrhosis  of  the  liver, 
the  atrophic  and  the  hypeHrophic,  is  not  yet  clear,  and  the  distinctions 
which  have  been  made  l>etween  them,  in  part  clinical,  in  part  morpho- 
logical, are  often  unsatisfactory. 

The  causes  of  cirrhosis  are  imperfectly  nndei'storid.  It  is  a  disease 
iif  adult  life,  but  exceptionally  occurs  in  children.'  Congenital  cirrhosis 
with  obliteration  of  the  liile-duct  is  of  occasional  occurrence.'  In 
adults  it  seems  in  many  cases  to  be  directly  dependent  upon  the  contin- 
ued ingestion  of  large  quantities  of  strong  alcoholic  liquors.     It   vcrj- 
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rarely  occur*)  a*)  i  rciult  of  beei  drinkmg      There  tie  many  cases  of  cir- 
rhosis for  which  no  priniar\  muting  condition  <  in  l>e  discovered. 

The  Nature  of  Cirrhosis  — (  irrhoMs  of  the  li\er  was  formerly  believed 
to  lie  primarily  a  productive  inflammation  of  the  interstitial  fibrous  tissue 
with  secondary  atmphy  of  the  parenchyma.  It  is  now  clear,  however, 
that  in  most  instances  it  is  primarily  due  to  atrophic  or  destructive 
changes  in  the  liver  cells  which  precede  or  accompany  the  formation  of 
the  fibrous  tissue,  and  the  regenerative  processes  in  the  Hver  t^ells  and 
gull-ducts.  The  lesion  is  thus  more  properly  considered  as  a  replace- 
ment hyperplasia.  This  marks  cirrhosis  of  the  liver  as  a  reparative 
process.' 

'  l\.r  u  Tifnm!-  of  I'irrlHjsis  in  I'liiUlh'xHl  wc  Motkt.  Hontr.ti  Mp.1.  and  Kurg.  Jour.    Sep- 
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It  is  possible  in  animals  to  produce  experimentally,  by  the  injection  of 
toxif  sera,  necrosis  of  the  liver  cells,  which  may  be  followed  by  a  repara- 
tive production  of  new  fibrous  tissue  comparable  to  that  characteristic  of 
cirrhosis  in  man.' 

Welch'  has  described  the  occurrence  of  small  circumscribed  areas  of 
fibrous  tissue  in  the  liver,  replacing  liver  cells  and  containing  coal  pig- 
ment.    This  rare  lesion  he  has  called  cirrko«is  hc/Mlis  anthracoiica. 

Syphilitic  Hepatitis. — Chronic  interstitial  inflammation  of  the  liver 
very  frequently  results  from  syphilitic  infection,  either  congenitalty  or 
in  the  later  stages  of  the  acquired  form.  It  may  occur  in  a  diffuse  man- 
ner, new  coimective  tissue  being  formed  either  between  the  lobules,  or 
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of  liver  lobules.     Thodnwingis  aumcwhut  srhcrmatic. 


within  them  between  the  rows  of  Uver  colls.  The  new  tissue  may  be 
rich  in  cells,  or  dense  and  firm.*  This  form  is  frequently  seen  in  chil- 
dren, and  cannot  be  distinguished,  either  macrosiopically  or  microscop- 
ically, from  similar  forms  of  interstitial  liepulitis  from  other  causes. 

In  other  cases,  particularly  in  children,  there  may  l>e  numerous 
small  gummata  (so-called  miliary  gummala)  (Fig.  166,  p.  268)  scat- 
tered through  the  liver,  together  with  more  or  less  new  connective  tis- 

i-  pluu**  o!  rirrlioBw  atf    MaeCaUuni,  tout.  Am.   Hed. 
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n.,  vol.  xliii.,  p.  64!).  IQ04.      For  a  mumi  ol  nature  ami 
Jour.  Meil.  Bci.,  vol.  cxxx.,  p.  O.M,  100.1. 
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SUP.  All  pxteiisive  foriniitioii  of  j;'^"'  tfH^  ii  t'l^  liver  lias  lieen  dp- 
scribed  in  coniipption  with  c-onfcenitnl  sypliiliR.'  In  adults,  guminatn 
are  usually  liirger,  var>'inir  in  size  from  that  of  a  pea  lo  a  hen's  egg,  and 
may  l>e  surrounded  by  larger  and  smaller  irregular  zones  of  ordinary 
connective  tissue  (Fig.  45(1).  In  still  other  cases  in  adults  there  are 
Iniger  and  smaller  dense,  irregular  bands  or  masses  of  connective  tissue 
niiiuing  through  the  liver,  drawing  in  the  capsule  and  often  causing 
great  dcfonnity  of  the  organ  (Fig.  451).     These  bands  and  masses  of 


new  tissue  may  or  may  not  enclose  gummuta,  either  large  or  small. 
These  deforming  cicatrices,  either  with  or  without  gummata,  are  very 
characteristic  of  syphilitic  inflammation  of  the  liver. 

This,  like  the  simple  interstitial  inflammation  of  the  liver,  may  be 
associated  with  fatly  and  waxy  degeneration,  and  with  atrophy  of  the 
parenchyma  from  pre.ssure. 

Tuberculous  Hepatitis. — This  lesion,  which  is  usually  secondary  to 

'.Spt  L-micer,  Zu'gli-r'x  Bcitr,  Bil,  xxxix..  i>.  S-IO,  KHM.  blbL 


tuberculous  inflammation  in  some  otlier  part  of  the  Iwdy,  or  ii  part  of 
acute  general  miliary  tuiierntlosis,  is  most  frequently  characterized  by 
the  formation  of  larger  and  smaller  miliary  tubercles,  which  may  be 
either  within  or  l>etween  the  liver  lobules  or  in  the  walls  of  the  bile- 
ducts.  Many  of  the  tubercles  are  too  small  to  be  seen  with  the  naked 
eye;  others  may  be  just  visible  as  grayish  points;  still  others  may 
be  from  1  to  3  mm.  in  diameter,  with  distinct  yellowish-white  cen- 
tres. Microscopical  examination  shows  considerable  variation  in  the 
structure  of  the  tuberc?le8  in  different  cases,  as  well  as  in  the  same  liver. 
Some  of  them,  usually  the  smaller  ones,  consist  simply  of  more  or  less 
circumscribed  collections  of  small  spheroidal  cells,  which  are  not  mor- 
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ShoWH  B  clicc»y  ceutn?  anil  giant  celbt. 

phologically  distinguishable,  so  far  as  the  form  and  arrangement  of  the 
cells  are  concerned,  from  simple  inflammatory  foci,  or  from  the  diffuse 
masses  of  lymphatic  tissue  which  occur  normally  in  the  liver. 

In  other  forms  we  find  a  well-marked  reticulum  with  larger  and 
smaller  spheroidal  and  polyhedral  cells,  with  or  without  giant  cells.  In 
still  other  forms  there  is  more  or  less  extensive  cheesy  degeneration  (Fig. 
452).  The  larger  forms  are  conglomerate,  being  composed  of  several  tu- 
bercle granula  joined  together  to  form  a  single  nodular  mass.  The  liver 
cells  at  the  seat  of  the  tubercle  are  destroyed,  and  the  interstitial  tissue 
and  blood-vessels  are  either  destroyed  or  merged  into  the  tubercle  tissue. 
In  the  periphery  of  the  tiiljcrcles  the  liver  cells  may  l>e  in  a  condition 
of  coagulation  necrosis,  and  the  tissue  round  about  maybe  infiltrated  with 
small  spheroidal  cells.  There  is  in  some  cases  a  new  formation  of  gall- 
ductb  or  of  structures  which  resemble  these  and  which  in  transverse  sec- 
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tions  resemble  j^iant  cells.  Tubercle  bacilli,  frequently  in  snuUl  numbers, 
but  often  in  great  abundance,  may  be  found  within  the  tubercles. 

Tul>erculosis  of  the  liver  may  be  associated  with  cirrhosis,  or  waxy 
and  fatty  degeneration. 

Much  more  rarely  than  the  above  form  there  are  found  in  the  liver 
moi*e  or  less  numerous  scattered  tul)erculous  nuisses  from  the  size  of  a  pea 
to  that  of  a  walnut  or  larger,  with  cheesy  centres  and  usually  a  new 
growth  of  connective  tissue  in  the  [)eriphery.  These  so-called  solitary 
tuiKrdcH  of  the  liver  mav  l)e  softened  at  the  centres.  Tuberculous  in- 
flammation  of  the  gall-ducts  may  give  rise  to  numerous  scattered,  cheesy 
nodules,  as  large  as  a  pea  or  larger,  which  may  l)e  softened  at  the  cen- 
tre and  stained  yellow  with  bile.  Small  cavities  mav  thus  be  formed.' 
This  lesion  is  rare  and  seems  to  be  more  fre<pient  in  children  than  in 
adults. 

Perihepatitis. — Acute  exudative  inflammation  of  the  serous  covering  of 
the  liver,  with  the  formation  of  fibrin,  may  occur  as  a  part  of  acute  gen- 
eral or  localized  peritonitis,  or  over  the  surface  of  abscesses,  tumors, 
hydatids,  etc.,  of  the  organ,  when  these  lie  near  or  approach  the  surface; 
or  it  may  l>e  secondary  to  acute  pleurisy. 

Chronic  perihepatitis,  resulting  in  the  thickening  of  the  capsule  of  the 
liver,  and  the  formation  of  new  connective  tissue  in  and  beneath  it  mav  l>e 
secondary  to  an  acute  inflammation  of  the  capsule,  or  it  may  be  chronic 
from  the  beginning  and  associated  with  chronic  pleurisy,  chronic  pen- 
tonitis,  and  cirrhosis.  In  this  way  more  or  less  extensive  adhesions  of 
the  liver  to  adja(?ent  structures  may  be  formed:  or,  by  contraction  of  the 
new-formed  connective  tissue,  considerable  deformity  of  the  liver  may 
be  produced.  The  capsule  is  sometimes  uniformly  thickened,  sometimes 
the  new  tissue  occurs  in  more  or  less  sharply  circumscril>ed  patches.  The 
sui*face  is  sometimes  roughened  from  little,  irregular,  projecting  masses 
of  connective  tissue.  Microscopically  the  new-formed  tissue  is  usually 
dense  and  firm,  but  it  may  be  loose  in  texture  and  contain  many  cells. 
Not  infrequently  bands  or  masses  of  connective  tissue  run  inward  from 
the  thickened  capsule  l)etween  the  superficial  lobules,  causing  localized 
atrophy  of  the  parenchyma. 

HTPEBPLA8IA    OF    LYMPHATIC    TISSUE    IN    THE    UVEB. 

In  some  forms  of  leukaemia  and  pseudo-leukaemia  the  liver  is  not  in- 
frequently enlarged  and  soft  and  besprinkled  with  small  white  spots,  or 
streaked  with  narrow  whitish,  irregidar  bands,  or  it  may  be  of  a  diffuse 
grayish  color.  Microscopical  examination  shows  this  change  to  be  due 
to  an  accumulation  of  cells  resembling  leucocytes,  either  along  the  portal 
vein,  or  diffusely  through  the  liver  tissue,  or  in  small  circumscribed 
masses.  The  amount  of  accumulation  of  these  small  cells  varies  much, 
but  is  sometimes  so  great  as  seriously  to  compromise  the  liver  cells.  The 
origin  of  these  new  cells  is  not  yet  definitely  known.     They  may  be,  and 

*  S<»o  for  a  study  of  tubt-rculous  cavities  in  the  liver  FUtchrr,  Journal  of  Path,  and  Bact., 
vol.  vi.,  p.  147,  190i),  bibl. 


doubtless  in  part  aro,  hrouglif  to  the  organ  through  the  portal  vein;  hut 
they  may,  in  part  at  least,  be  formed  in  the  hver  itself,  possibij'  from 
the  capillary  endothelium. 

In  typhoid  fever,  smallpox,  scarlatina,  diphtlieria,  and  measles,  small 
circumscribed  masses  of  spheroidal  cells  are  sometimes  found  in  the 
liver.  These  nodules  differ  in  character,  some  ai-e  due  to  focal  ne<rose3, 
such  as  occur  in  various  toxaemias  with  a  later  multiplication  o(  cells  or 
invasion  of  leucocytes.  In  some,  as  in  typhoid  fever,  there  is  necrosis 
with  proliferation  of  endothelium  (see  p.  2;S(il.  Finally,  some  of  the 
small  masses  of  spheroidal  cells  encountered  in  the  liver  in  infectious 
diseases  are  doulittess  hyperplastic  lymph-nodules.' 

TVMOBS   OF   THE   LIVER. 

Tumors  of  the  liver  may  be  primarj-  or  secondary;  the  latter  are 
most  common. 

Cavernous  Angiomata. — These  tumors,  usually  small,  are  most  com- 
mon in  elderly  persons  and  are  of  no  practical  significance.     They  may  be 


situated  at  the  surface  (Fig.  45.31  or  embeddcil  in  the  organ,  and  are  of 
a  dark-red  color:  sometimes  sharply  circumscrilwd  by  a  connective- 
tiissue  capsule,  sometimes  merging  imperceptility  Into  the  adjacent  liver 
tissue.  Microscopically  they  consist  of  a  congeries  of  irregular  cavities 
(Fig.  327,  p.  373)  fiilcd  with  blood  and  fi-equcntly  communicating 
freely  with  one  another.  The  walls  of  the  cavities  consist  of  connective 
tissue,  often  containing  small  blood-vessels,  and  are  sometimes  thick, 
sometimes  thin.     They  are  believed  to  be  formed  Ity  dihitation  of  the 

'  For  i-liBiiKW  ill  tlif  WwhI  in  di*>'a«>:.  iif  Hit-  liver  n.ii^iilt  f,i.in;;';<  "Clinirftl  PallHiloB>- 
of  tlie  Blood." 
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liver  capillaries,  with  subsequent  tiiickeninf:  of  their  walls  and  atrophy 
of  the  adjacent  liver  cells.  Hy  the  organization  of  clots  within  the  blood 
cavities  these  tumors  may  be  partially  or  entirely  converted  into  masses 
of  dense  fibrous  tissue.* 

Small  fibromata  and  lipomata  have  been  described,  also  fibro-ncuro- 
mata  of  the  sympathetic. 

Adenomata  of  the  liver  are  of  not  infrequent  occurrence.  They  are 
s(>metimes  small  and  circumscril>ed,  sometimes  very  large  and  multiple. 
They  present  two  tolerably  distinct  types  of  structure.  In  one  form  the 
tissue  presents  essentially  the  same  structure  as  normal  liver  tissue,  ex- 
cept that  the  arrangement  of  the  cells  is  less  uniform  and  the  cells  are 
apt  to  be  larger.  They  look  like  little  islets  of  liver  tissue,  sometimes 
encapsulated  and  sometimes  not,  lying  in  the  Hver  parenchyma.  In  the 
other  form  the  cells  are  less  like  liver  cells,  are  frequently  cylindrical, 
and  are  arranged  in  the  form  of  irregular  masses  of  tubular  structures 
with  more  or  less  well-defined  lumina.  These  tumors  are  sometimes 
large  and  multiple,  and  in  one  case  described  by  Greenfield  there  were 
metastatic  tumors  in  the  lungs.  These  tubular  adenomata  are  in  some 
cases  so  closelv  similar  to  some  of  the  carcinomata  as  to  be  scarcelv  dis- 
tinguishable  from  them,  and  seem,  indeed,  to  merge  into  them.' 

A])errant  nodules  of  adrenal  tissue  have  been  found  in  the  liver  and 
mav  be  mistaken  for  adenomata.'     Cvsts  mav  develop  in  adenomata.* 

Carcinomata  are  the  most  common  and  important  of  the  liver  tumors, 
and  may  be  primary  and  secondary.  Primary  carcinomata  of  the  liver 
are  probably  developed  from  the  epithelium  of  the  gall-ducts,  and  in  some 
cases  are  arranged  along  the  larger  trunks.  The  cells  are  usually  poly- 
hedral, sometimes  cylindrical,  and  may  be  arranged  irregularly  in  alveoli 
or  form  more  or  less  well-defined  tubular  structures.* 

Svconthiry  carcinoma  of  the  liver,  which  is  by  far  the  most  common,  is 
usually  due  to  the  dissemination  in  the  organ  of  tumor  cells  from  carci- 
nomata of  the  stomach,  intestines,  pancreas,  or  gall-bladder.  But  it 
may  be  the  result  of  metastases  from  the  mamma,  oesophagus,  uterus, 
and  various  other  parts  of  the  l)ody.  In  secondary  carcinoma  the  cells 
reseml)le  more  or  less  closely  the  type  of  those  forming  the  primar}'  tumor. 

The  form  in  which  the  carcinoma  in  the  liver  occurs  varies  consider- 
ably. Sometimes  the  tumors  are  single,  but  more  often  multiple  (Fig. 
454);  they  may  be  very  large,  or  so  small  as  to  be  scarcely  visible  to  the 
naked  eye:  very  frequently  numerous  small  nodules  are  grouped  in  the 
periphery  of  a  larger  one.     They  are  sometimes  deeply  embedded  in  the 

^*^c-p  yftrk't'l,  Zioglcr's  Roitr.,  Btl.  xxxvi.,  p   574.  1904. 

'  Sok'ftloff  ha**  tloscribcMl  an  adcno-carcinoma  of  the  liver  witli  ciliate<l  cells,  Virchow's 
Arch..  B(l.  clxii..  p.  1,  19{K),  bibl.  of  aHie<!  tumors.  See  also  Herxheimrr,  Cbl.  f.  Path.,  Bd.  xiii., 
liM>2.  p.  70.5,  I'or  a  studv  of  the  origin  and  growth  of  liver  adenoma  see  WQizoldt  Ziegler's 
Heitr..  Bd.  xxxix..  p.  450.*  1<H)6.  bibl. 

'See  ref.  S'ot/es  and  Beer,  fcM)t-note,  p.  4tt7. 

*  See  for  cyst  fonnation  in  the  liver  Dnutchotrski  and  JauDWitki,  Ziegler'a  Beitr.  z.  path. 
Anat..  Hd.  xvi.,  p.   102,  ISIM. 

•''  r«»r  a  stutly  of  rrtropratle  nieta.«ita.se)4  from  the}*toma«'h  set*  n?f.  Jacob,  foot-note,  p.  617. 

Knr  a  study  «»f  priniury  liver  currMnonui  see //rrj-Ztri/mr,  Cbl.  f.  Path.,  Bd.  xvii.,  1006, 
p.  7-M. 
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liver,  sometimes  (liey  project  from  the  siirfare.  Tlie  liver  is  frequently 
and  sometimes  enormously  enlarged.  The  nodules  are  usually  whitish  or 
yellowish  or  pink  in  color  or  liile-stained,  and  they  are  often  the  seat  of 
hiemorrhages,  and  may  become  softened  at  the  rent  re.  forming  cysts  filled 
with  degenerated  tumor  tissue  often  mixed  with  blood.  The  nodules  are 
sometimes  hard,  sometimes  soft  and  almost  diffluent.  Fatty  defrenera- 
tion  in  the  tumor  is  frequent,  and  may  be  re<ro{tnized  l)v  yellowish  streaks 
or  patches  on  the  sections.  Owing  to  I  he  degeneration  atid  partial  al>50rp- 
tion  of  the  central  portions  of  the  tumors,  the  nodules  on  the  surface  of 
the  liver  frequently  pre.sent  a  shallow  depression  at  the  centi-e.  The 
tumors  may  be  sharply  outlined  against  the  adjacent  liver  tissue,  or  may 
merge  imperceptibly  into  it.  They  may  be  so  large  or  numei-ons  as  to 
occupy  the  greater  part  of  the  enlarged  organ.  The  neighlMiring  liver 
cells  may  be  flattened  and  atrophic.     The  Inmors  nuiy  press  upon  the 


portal  vein  or  its  branches,  or  upon  the  gall-ducts,  and  thus  seriously 
interfere  with  the  functions  of  the  organ.  Sometimes,  however,  the 
tumors  are  very  large  and  numerous  without  apparent  iutcrfei-encc  with 
the  function  of  the  liver.  Melanotic  ciircinoiriala  sometimes  o<cur  in  the 
liver,  most  frequently  aa  secondary  tuiiiors. 

In  some  cases,  instead  of  forming  separate,  diwiiucl  nodules,  the  can- 
cerous growth  develops  in  the  form  of  a  diffuse  infiltration  ()f  the  organ, 
so  that  the  often  greatly  enlarged  liver  is  irregularly  niiittled  with  white 
and  reddifih-brown  ma.sscs,  and  may  then  somewhal  resemble  certain 
forms  of  chronic  interstitial  hepatitis. 

Sarcomata. — Spindle-  and  round-celled  sarcoma  and  angio-sarcoma 
are  among  the  more  frequent  types  of  the  rarely  occurring  priman.' 
sarcomata  of  the  liver.'     Spintlle-celled.  melanotic,  and  telangiectatic 

'AniM.  ZiKRler'o  Hi'Ltr.  x.  patli.  .\iial.,  11.1.  viiL,.  p.  ]£l.  1S90;  al.-*,  for  liilprsiimman-of 
primary  liver  sarrrwiia.  Marj^.  Clil.  f.  Hutli,,  M.  xv,.  |).  4:13.  IWM. 
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sarcomata  may  occur  in  llie  liver  us  secondary  tumors'  Secondary 
myzomatEi  ami  chondromata  have  also  been  described,  but  they  are  very 
rare.     Cavernous  lymphangiomata  have  been  described  in  a  few  cases. 

CTSTS    OF    THE    I.ITEB. 

Cysts,  iifttially  of  small  size,  may  be  formed  by  dilatation  of  the  bile- 
(Incts.  They  may  be  multiple  and  contain  serum,  mucus,  and  degener- 
ated epithelium.  Single  cysts,  apparently  unconnected  wiih  the  gall- 
ducts,  are  occasionally  found  in  the  connective  tissue  of  the  liver.  They 
may  be  lincil  with  ciliated  epithelium. 

The  liver  is  s<)n)ctiines  the  scat  of  larger  and  smaller  single  or  multiple 
cysts,  vuryinc  fnmi  micr(isc<ipical  size  up  to  that  of  a  pea,  and  sometimes 


larf^er.  They  arc  sometintes  associated  with  multiple  cysts  of  the  kid- 
ney and  with  conj;:enital  anomalies  in  other  parts  of  the  lx)dy.  They 
may  be  a.'^sociated  wilh  aberrant  bile-dncts  within  the  liver  in  which 
the  studie.s  of  Moschcowiiz  show  that  they  probably  originate*  A 
teratoma  of  the  liver  has  been  described  by  Misick.' 

Foamy  Liver. — Occasionally  the  liver  is  found  at  the  autopsy,  even 
if  this  be  made  but  a  few  hours  after  death,  more  or  less  completely  rid- 
dled with  small,  irregular-shaped  cavities,  from  the  size  of  a  pin's  head  to 
that  of  a  pea.  These  holes  are  due  to  the  accumulation  of  gases  in 
the  liver,  formed  by  the  Bacillus  aerogenes  capsnlatus.  This  is  the 
so-called  "foamy  liver"  (Fig.  45."j). 


THE    LIVER  689 


PARASITES. 

Echinococcus. — This  parasite  is  the  most  common  and  important  of 
those  which  occur  in  the  human  liver.  It  forms  the  so-called  hydatids  of 
the  liver.  These  represent  one  of  the  developmental  stages  of  the  small 
tapeworm  of  the  dog,  Tcenia  echinococcus  (see  p.  120).  The  cysts  in 
the  liver  may  be  very  small  and  multiple,  but  they  may  be  as  large  as 
a  man's  head  or  larger.  The  liver  may  be  greatly  increased  in  size,  and 
the  tissue  about  the  cysts  atrophied.  The  liver  itself  furnishes  a  connec- 
tive-tissue capsule,  within  which  is  the  translucent,  lamellated  membrane 
furnished  by  the  parasite.  On  the  inside  of  this  we  may  find  a  layer  of 
cells,  granular  matter,  and  a  vascular  and  muscular  system  belonging  to 
the  parasite.  Projecting  from  this  inner  capsule  are  the  brood  capsules 
and  heads  or  scolices  of  the  immature  tapeworm.  The  scolices  may  be- 
come detached  from  the  wall  and  lie  free  in  the  cavity,  which  is  filled 
with  a  transparent  or  turbid  fluid.  Not  infrequently  the  cysts  are 
sterile,  and  are  then  simply  filled  with  clear  or  turbid  fluid;  or  the  em- 
bryos may  have  died  and  disintegrated,  and  their  detritus,  including  the 
booklets,  may  be  intermingled  with  the  fluid  contents  of  the  cysts.  The 
contents  of  the  cysts  may  be  mixed  with  fat,  cholesterin  crystals,  pus, 
bile,  or  blood;  or  form  a  grumous  mass,  in  which  we  may  or  may  not 
be  able  to  find  the  booklets  of  the  scolices  or  fragments  of  the  lamellated 
wall.  The  connective  tissue  of  the  walls  of  the  cysts  may  be  greatly 
thickened,  or  it  mav  be  calcified. 

In  other  countries  the  lesion  is  much  more  common  and  frequently 
more  formidable  than  in  the  United  States.  The  cvsts  reach  an  enor- 
mous  size,  the  veins  of  the  liver  may  be  compressed  and  filled  with  thrombi, 
the  bile-ducts  compressed  and  ulcerated.  So  much  of  the  liver  tissue 
may  V)e  replaced  by  the  hydatids  that  the  patient  may  die  from  this 
cause  alone.  Very  frequently  there  is  local  peritonitis,  and  adhesions  are 
formed  between  the  liver  and  the  surrounding  parts.  In  some  cases  the 
cysts  rupture,  and  their  contents  are  emptied  into  the  peritoneal  cavity, 
the  stomach,  the  intestines,  the  pleural  cavity,  or  the  lung  tissue.  Some- 
times the  cysts  perforate  the  bile-ducts,  the  vena  cava,  or  some  of  the 
branches  of  the  portal  or  hepatic  veins;  or  the  abdominal  wall  is  per- 
forated and  a  fistula  formed  between  the  cavity  in  the  liver  and  the 
surface. 

Echinococcus  mtiltilocularis  (see  p.  121),  which  is  apparently  an 
abortive  form  of  the  above  species,  is  very  rare  in  the  United  States 
(Fig.  456).^ 

Distoma  hepatictiniy  D.  sinense,  D.  lanceolattun,  may  occur  in  the  gall- 
ducts  and  gall-bladder.  D.  sinense  occurs  especially  in  the  East,  and  has 
been  found  in  great  numbers  in  the  bodies  of  Chinamen.  D.  haemato- 
bium is  very  common  in  Eg>'pt  and  Abyssinia,  occurring  in  the  blood- 
vessels of  the  liver. 

*See  Oertel,  Yale  Med.  Jour.,  vol.  v.,  p.  233,  1899;  consult  also  monograph  by  PoMeU, 
1900. 
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Pentastoma  denticulattun  is  the  undeveloped  form  of  Pentastoma 
taenioides,  a  parasite  which  inhabits  the  nasal  cavity  of  dogs  and  some 
other  animals.  In  the  liver  of  man  it  usuallv  occurs  in  the  form  of 
small,  rounded,  calcified  cysts.  The  cysts  may  contain  fat,  calcareous 
matter,  and  the  remains  of  the  dead  parasite,  among  which  the  hooklets 
may  be  found. 

Ascaris  Itunbricoides  sometimes  finds  its  wav  from  the  intestines  into 
the  bile-ducts.     It  may  cause  no  disturl)ancc  here,  but  in  some  cases  the 
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Fig.  456. — Echinococcus  Multilocilauks  of  thk  Liver. 

A  section  of  a  small  iK)rtion  of  the  cystic  and  fibrous  growth  in  the  liver.  There  were  no 
hooklets  within  the  cyst.s  in  this  case,  but  the  dehcately  lamellated  cliaracter  of  the  lining 
membrane  sufficed  for  a  diagnosis. 

worms  have  been  present  in  large  numbers  and  caused  occlusion,  dilata- 
tion, and  ulceration  of  the  biliary  passages,  and  have  led  to  the  formation 
of  abscess  of  the  liver. 

Cocciditun  oviforme,  the  very  common  parasite  in  the  rabbit's  liver, 
has  been  found  a  few  times  in  the  liver  of  man. 

LESIONS  OF  THE  BILIARY  PASSAGES   AND  THE  GALL-BLADDER. 

Perforation  and  rupture  of  the  gall-bladder  may  occur  under  various 
conditions  and  is  usually  followed  by  peritonitis.* 

Catarrhal  Inflammation  of  the  Gall-Ducts  (Cholangitis)  most  frequent- 
ly involves  the  lower  portion  of  the  common  duct  and  the  gall-bladder. 
In  the  acute  form  it  usually  leaves  but  few  changes  appreciable  after 
death.  An  abnormal  coating  of  mucus,  and  sometimes  congestion  of 
the  blood-vessels,  are  almost  the  only  post-mortem  lesions.  Owing  to 
the  swelling  of  the  mucous  membrane  and  the  accumulation  of  mucus 
in  the  lumen,  the  ducts  may  be  temporarily  occluded,  but  this  occlusion 
may  not  be  evident  after  death.  If,  however,  the  inflammation  becomes 
chronic,  the  walls  of  the  bile-ducts  may  become  thickened  and  their 
lumina  more  or  less  permanently  obstructed  (Fig.  457).     In  consequence 

*  See  Machard,  Arch.  g^-n.  de  m6d..  t.  iv.,  p.  159,  1900,  bibl. 
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of  this,  dilatation  or  ulceration  of  the  bile  ducts  may  ensue.  Temporary 
obstruction  of  the  bile  ducts  may  produce  marked  pigmentation  of  the 
liver,  owinp  to  the  accumulation  of  pigment  granules  in  the  liver  cells, 
particularly  in  the  vicinity  of  the  capsule  of  CHissoii,  and  jaundice  of  the 
entire  l>ody. 

The  ijall-bladdeT  may  be  inflamed  by  itself — cholecystitis — or  in 
tion  with  inflammation  of  the  bili- 
ary passages.  If  the  disease  is 
chronic  the  wall  of  the  bladder 
may  be  thickened  and  bound  to 
adjacent  parts  by  fibrous  tissue; 
polypoid  growths  may  occur  in 
the  mucosa;  the  duct  may  be  oc- 
cluded; dilatation,  ulceration,  the 
formation  of  gall-stones,  calcifica- 
tion, and  atrophy  may  ensue. 

Inflammation  of  tlie  stomach 
and  duodenum,  hyperajmia  and 
inflammation  of  the  liver,  concre- 
tions, and  parasites  frequently 
accompany  catarrhal  inflamma- 
tion of  the  biliarj'  passages,  butit 
may  occur  without  these. 

Suppurative  and  Croupous  In- 
flammation of  the  Bile-Ducts 
(Cholangitis)  and  Gail-Bladder 
(Cholecystitis).— The  walla  of  the 
ducts  may  be  covered  or  infilt  rated 
with  a  flbrinous  or  a  purulent  ex- 
udate:  they  may  ulcerate. 

These  lesions  occur  most 
frequently  in  connection  with  ot>- 
struction  of  the  bile-ducts  by  pall- 
stones  or  otherwise,  and  in  ty- 
phoi<l  and  typhus  fever,  pyii'inia, 
and  cholera;  or  they  may  !«  due 
to  the  extcn.sion  of  inflamma- 
tory processes  from  without. 
They  also  occur  under  unknown 
conditions. 

In  many  cases  of  inflamma- 
tion of  the  gall-ducts  the  Bacillus 

coli  communis,  in  fewer  the  pyogenic  streptococcus  and  staphylococcus, 
are  apparently  concerne<l. 

Suppurative  inflammation  may  lead  to  perforations  of  the  ducts  or 
bladder,  with  escape  of  bile  and  peritonitis:  or  fistulous  openings  be- 
tween the  gall-bladder  and  the  duodenum,  colon,  and  stomach,  or  through 
the  abdominal  wall.     Or  the  inflammation  mav  extend  to  the  liver  tissue 
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and  produce  abscesses.  Under  the  latter  conditions  there  may  be  a  series 
of  small  abscesses  ranged  along  the  walls  of  the  suppurating  gall-<lucts 
(Fig.  458).  In  more  advanced  stages  the  abscesses  may  Iwcome  large 
and  communicate  with  one  another,  bo  that  a  considerable  portion 
of  the  liver  may  be  occupied  by  a  series  of  communicating  cavities  with 
ragged  walls,  containing  pus  and  detritus  of  liver  tissue  more  or  less 
tinged  with  bile. 

Such  abscesses  may  Ijecome  more  or  less  completely  enclosecf  by  con- 
nective-tissue walls.  The  portal  vein  may  also  become  inffamed,  and 
perforations  may  l)e  formed  l»etween  it  and  the  bile-ducts.  The  excitants 
of  these  inflammatory  processes  in  the  gall-ducts  and  i;all-bla(l<ler  are 


IllATlON    Of   THfc  CiALL-Dvc-rs   IM  THE  LiVEB CHOI^hQITI!). 

roaleaccDl  in  tlii"  infwtni  n'Rion.     This  Icnion  w»a  »econil»iy 
to  augigiiirBtivc  tnllanuniktiuii  in  tlic  larger  gnll  pmuagca  nitli  tliv  prcsenre  of  gBll-stones. 

probably  usually  bacteria.  Those  which  have  been  most  frequently 
found  are  the  "pyogenic  cocci,"'  the  colon  and  typhoid  bacilli,  and  the 
pneumococcus.  It  should  be  borne  in  mind  that  post-mortem  invasion 
of  the  gall-l)ladder  and  passages  by  bacteria  may  take  place  early. 

Constriction  and  Occlusion  of  the  Bile  Ducts. — This  may  be  produced 
by  inflammation  of  the  ducts  themselves,  by  new  growths  in  their  walls, 
by  calculi  or  parasites  in  their  himina,  by  changes  in  the  hepatic  tissue 
in  chronii'  and  acute  hepatitis,  by  aneurisms,  or  by  pressure  on  the  duct 
from  without,  as  by  tumors  in  the  head  of  the  pancreas,  etc. 

The  obliteration  of  the  smaller  bile-ducts  produces  no  marked  lesions. 


■  lor  n  ^tii.lv  of  enll-l'l 
X..  p.  lOfi.  iHW).  bibl. 
.-.  8tli,  1902.  p.  1189. 


and  lAppmar 
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When  the  ductus  communis  of  the  hepatic  duct  is  obstructed,  the  ducts 
throughout  the  liver  are  frequently  dilated  and  the  liver  tissue  is  bile- 
stained.  The  liver  may  undergo  atrophy  and  the  whole  body  be  in- 
tensely jaundiced.  When  the  cystic  duct  is  obstructed  the  gall-bladder 
is  dilated.' 

Dilatation  of  the  Bile-Ducts  is  usually  produced  by  strictures  in  the 
ways  just  mentioned,  or  by  calculi.  When  calculi  have  produced  the 
dilatation  this  condition  may  sometimes  continue  after  they  have  found 
their   way   into   the    intestines.     Sometimes,    however,   there   is   very 


marked  dilatation  of  the  bile-ducts  without  evident  present  or  past 
obstruction.  The  dilatation  may  affect  only  the  common  and  hepatic 
ducts,  or  it  may  extend  to  the  smaller  ducts  in  the  liver,  which  are  then 
dilated  uniformly  or  in  sacculated  forms.  They  nray  contain  bile,  mucus, 
or  calculi.  The  liver  is  at  first  en'argcd,  but  may  afterward  atrophy. 
The  gall-bladder  may  be  dilated  in  consequence  of  obstruction  of  the 
common  or  the  cystic  duct.  In  the  latter  case  it  may  reach  an  immense 
size  and  form  a  large  tumor  in  the  abdominal  cavity.  The  dilatation 
is  generally  uniform,  the  l)ladder  retaining  its  normal  shape;  sometimes 
however,  there  are  diverticula,  which  are  usuahy  produced  by  calculi.  If 
the  obstruction  to  the  hepatic  duct  is  incomplete  or  movable  the  gall- 
bladder may  contain  bile,  and  often  calculi.  If  the  obstruction  is 
complete  the  contained  fluid  may  gradually  lose  its  biliary  character  and 

'  For  a  study  of  chang™  in  the  livpr  i-jinHWUlLvc  lo  obliter&t'on  of  the  bile-ducts  we 
OtranM,  Jour.  d.  Phys.  et  Path,  gdn.,  t.  viii..  p.  00,  1906. 


become  a  serous  or  mucous  fliiiil  of  ti  light-yelloivcolor — hydropa cystidis 
fellea.  The  walls  of  the  bladder  may  l>e  of  normal  thickness,  or  thinned, 
or  thickened,  or  calcified.  If  the  obstruction  is  due  to  a  calculus,  this 
may  pass  into  the  intestine  an<l  the  gall-bladder  be  suddenly  emptied. 
Usually  the  blatldcr  fills  again,  owinp  to  its  loss  of  contractile  power. 


TUKOBS  OF  THE  OALL-BLADDEB  AND  LAROEB  OAU.-DtrCT8. 

Small  fibromata  have  lieen  described  in  llie  Rall-hladder  and  in  the 
common  du»t,  Imt  they  arc  very  rare.  The  most  common  tumors  are 
carcinomata.  These  may  be  primary  or  .secondary,  and  present  the  usual 
structural  variations.  The  cells  may  l>e  cylimirical  or  polyhedral;  or 
they  may  present  the  characteristics  of  pehitinous  cancer.  Primary  carci- 
nomata and  adcno-carcinoma  of  the  Rail-bladder  and  larger  gall-ducts  are 
not  uncommon,  and  are  frequently  a.ssociated  with  calculi.'  Not  infre- 
quently the  pancreatic  and  common  ducts  are  both  involved,  and  it  is 
difficult  to  say  whether  the  tumor  is  primaiy  in  the  head  of  the  pancreas 
or  in  the  gall-dtici.  The  bladder  and  ducts  may  also  be  secondarily  in- 
volved in  carcinomata  of  the  .stomach,  liver,  and  duodenum, 
of  the  gall-ducts  is  of  occasi<)n:iI  occurrence  (I'lg.  4riiM. 


Bn.IABT  CALCUU.    (CholBlitMMis.) 

These  bodies  are  of  common  occurrence.  They  arc  found  u.snally  in 
the  gall- bladder,  sometimes  in  the  hepatic,  cystic,  and  common  ducts; 
less  frequently  in  the  small  ducts  of  tlie  liver.     In  tlie  gall-bladder  from 


.i©^  0  ^^ 


It  acrow,  Hhow  the  luneHation. 


Kin.  4r.tl.— HiLiAHY  C*i.or 
The  smaller  calculi  Mhow  the  fsceletl  rharectpr;  the  larj^cr. 

1  to  T.SOfl  calculi  have  been  counted.  Tliey  vary  in  size  from  that  of  a 
pins  head  to  that  of  a  hen's  egg,  or  they  may  be  larger.  Single  gall- 
stones are  u.sually  spheniidal  or  ovoidal:  when  multiple  ihey  are  usually 
flattened  at  the  sides  or  faceted  (Fig.  460). 

'_S«.  irnrtAin,  rUila.  Mni.  J.mr.,  v..l.  vi..  pp.  38,  82,  and  12(),  1900,  bibL 
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They  may  be  composed: 

1.  Principally  of  cholesteriUy  and  may  be  of  pure  white  color,  or 
tinged  with  various  shades  of  yellow  or  brown  by  bile  pigment.  The 
fractured  surface  shows  a  radiating  crystalline  structure. 

2.  Of  cholesteririy  bile  pigment f  and  salts  of  calcium  and  magnesium. 
These  are  usually  dark-colored,  brown,  reddish-black,  or  green,  and  may 
be  spheroidal  or  faceted,  smooth  or  rough  on  the  surface;  the  fractured 
surface  is  usually  radiating  crystalline.     This  is  the  most  common  form. 

3.  Principally  of  bile  pigment.  Such  calculi  are  rare,  usually  small, 
verv  dark-colored,  and  not  numerous. 

4.  Of  calcium  carbonate.  These  are  rare,  have  a  nodular  surface,  and 
a  clear  crystalline,  not  radiating  fracture. 

Most  calculi  are  formed  around  a  central  mass,  sometimes  called  the 
nucleus,  which  may  consist  of  cholesterin,  bile  pigment,  mucus,  or  epi- 
thelium, or  more  rarely  of  some  foreign  body.  Thus  a  dead  parasite,  a 
needle,  and  fruit  seeds  may  serve  as  nuclei.  The  body  of  the  calculus 
may  be  homogeneous,  or  lamellated,  or  cr}'stalline. 

Biliary  calculi  in  the  gall-bladder  may  produce  no  symptoms  and  be 
discovered  only  after  death.  In  the  hepatic  and  common  ducts  they  may 
obstruct  the  flow  of  bile  and  lead  to  fatal  jaundice;  or  they  may  pass 
from  time  to  time  into  the  intestine,  producing  biliary  colic.  If  they 
are  impacted  in  the  cystic  duct  they  may  lead  to  dilatation  of  the  gall- 
bladder. They  may  get  into  the  duodenum  by  ulceration  through  the 
walls  of  the  ducts  or  gall-bladder,  or  in  the  same  way  into  the  peritoneal 
cavity.  Gall-stones  which  get  into  the  intestinal  cavity  usually  pass  off 
without  doing  any  further  injurj",  but  very  large  calculi  may  cause  oc- 
clusion of  the  gut  with  fatal  results.  The  r61e  of  micro-organisms  in  the 
formation  of  gall-stones  has  been  the  subject  of  significant  studies.^ 

*  Consult  Mxfjnot,  Arch.  K<^n.  do  mcMlecine,  189S,  t.  ii..  pp.  129  and  263;  sAso  Cushing, 
Johns  Hopkins  Hosp.  Bull.,  vol.  x.,  p.  160,  1899;  aL;o  Micczkowski,  Mitth.  a.  d.  Grenzgeb. 
d.  Med.  u.  Chir.,  Bd.  vi..  p.  307,  19(K). 
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The  Kidneye. 

Kalform&tiona . 

Both  kidneys  mny  be  absent  in  ronni-ction  with  evtensive  malfonnation  in  fcttiism 
which  are  not  viable. 

AlMienPc  of  nnr  kiiiney  is  not  urcommon,  the  left  kiJney  being  more  frequently 
absent  tlian  the  riRlit.  The  ab'cncc  of  the  ki<lney  mny  Ix.'  roni|>lete.  the  ureter  being 
tieo  nlxH'nt;  there  may  be  an  'ircKiilai'  mass  of  nuieh-ntropliieil  kiilney  tissue  with  con- 
nective tiss'.ie  and  fat.  or  tliere  may  be  only  a  little  mass  of  eonneetivc  tissue  and  fat 
represenlinc  the  kidney,  and  a  ureter  running  down  to  tlie  bladder.  Ttw  single  kidney 
which  ix  present  is  usually  much  enlarged.  It  may  be  in  its  natural  position  or  ilis- 
placed  (iowii'vard.  When  bntli  kitini-ys  are  present  one  of  them  may  be  much  larger 
than  the  other.     I.>ne  kiilney  may  have  two  jielves  or  two  ureters. 

A  frequent  malformation  is  the  H'^rnllcd  huriiriih'K  kiiJary  i.Figs.  IS.)  anil  4G1).  The 
lower  endf  of  the  kidneys  are  jiiine  1  to-wther  h  * 


usually  composed  of  kidney  lissiie, 
neys  may  be  normal,  except  for  the 
vessels  and  ttrelers.  and  the  positt< 
united  throughout  so  as  to  look  like 


I  single  misshapen  kidney  with 


le.  The  two  kid- 
nongement  of  the 
I  kidneys  may  be 
wo  or  more  peh-es 
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and  irregular  blood-vessels.    The  united  kidneys  may  be  both  situated  on  one  side  of 
the  vertebral  cdumn  or  in  the  pelvis. 

The  fcetal  lobulation  of  the  kidney  frequently  persists  during  adult  life  (Fig.  462). 

Cli&ng«a  in  Position. 
The  kidneys  may  be  placed  in  an  abnornial  situation,  in  which  they  are  either  fixed 

The  change  in  position  is  either  lateral  or  donnwai 
the  kidney  may  be  over  the  sacrum  or  below  this  in 


;lneya 


vessels  also  have  an  irregular  origin  and  distribution.     The  kidney  is  firmly  attached 
in  its  abnormal  position. 

Movable  or  wandering  kidneys  are  found  in  adult  life  an  a  result  of  tight  lacing,  of 
pregnancy,  of  overe.xcrtion,  and  of  unknown  causct^.  They  are  more  common  in 
females  than  in  males,  and  the  right  kidney  is  most  frequently  involved.  The  blood- 
vesaels  become  lengthened  and  the  attachments  of  the  kidney  longer  and  looser. 

COHPBNSATOBT  ETPBBTBOPHT  OF  THE  EIDNET. 

In  congenital  absence  of  one  kidney  or  In  post-eml)ryonal  life  when 
one  kidney  is  involved  in  lesions  which  seriously  interfere  with  ita 
function,  the  other  orf^an  may  increase  in  functional  capacity  through 
an  hypertrophy  and  hyperplasia  of  its  gland  cells.  A  similar  alteration 
may  take  place  in  the  sound  parts  of  an  organ  partially  compromised  by 
structural  lesions.*  The  marks  of  hypertrophy  are  not  evident  in  the 
glomeruli  and  convoluted  tubules.  The  epithelial  cells  are  larger  and 
increased  in  number;  the  tufts  of  the  glomeruli  are  also  enlarged. 

'  For  a  study  of  this  condition  we  Snerrdotti,  Virchow's  Arch.,  Kd.  cilvi..p.  207,  IWB6, 
tnU. 

Consult  also  for  gcnersl  coiuidoration  of  h)'pcrtropliy  Th-nna,  "Text-Book  of  G<nt^Tal 
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DISTXJBBANCES    OF    CIBCXJLATION. 

Anaemia  of  the  kidney  occurs  in  general  anaemia :  it  may  be  associated 
with  various  forms  of  diffuse  nephritis.  Lccal  amemia  may  be  due  to 
thrombosis  or  embolism. 

Acute  Hyperaemia — Acute  Congestion. — This  may  occur  in  early 
phases  of  an  acute  inflammatory  process  or  after  the  ingestion  of  irritant 
poisons.  The  kidneys  may  be  swollen,  the  vessels  distended,  and  Woody 
fluid  exude  from  the  cut  surfaces.  There  may  be  extravasation  of  red 
blood  cells  from  diapedesis. 

Chronic  Hyperaemia — Chronic  Congestion. — This  may  occur  in  con- 
nection with  a  similar  condition  in  the  other  viscera  when  the  circulation  is 
impeded  through  uncompensated  lesions  of  the  heart  and  lungs,  such  as 
chronic  endocarditis  involving  the  aortic  and  mitral  valves,  cardiac  dila- 
tation, aortic  aneurism,  emphysema,  large  accumulations  of  fluid  in  the 
pleural  cavities;  or  it  may  be  associated  with  obstruction  of  the  renal 
vein  or  inferior  vena  cava  by  thrombosis  or  pressure  from  tumors,  etc. 
The  kidneys  in  this  condition  are,  when  typical,  slightly  or  considerably 
enlarged,  increased  in  weight,  hard,  and  dark  red  in  color  with  capsule 
not  adherent  and  surface  smooth.  The  congestion  is  most  marked  in  the 
capillaries  of  the  glomeruli,  which  are  widely  dilated,  often  with  thickened 
walls,  in  the  interlobular  veins,  the  vasa  recta,  and  the  stellate  veins  of 
the  cortical  surface. 

The  epithelium  of  the  convoluted  tubules  may  be  swollen;  or  it  may 
be  much  flattened  so  that  the  lumen  of  the  tubule  is  enlarged.  If  the 
congestion  persist,  there  is  hyperplasia  of  the  interstitial  tissue  of  the 
kidney  with  degeneration  of  the  epithelium,  the  formation  of  casts, 
atrophy  of  the  tubules,  etc.  Chronic  congestion  may  lead  to  chronic 
diffuse  nephritis.^ 

Embolism,  Thrombosis,  and  Infarction. — If  the  renal  artery  or  one  of 
its  branches  be  plugged  by  an  embolus  or  thrombus,  an  anaemic  infarct 
of  the  region  is  the  result.  There  may  be  one  or  several  such  infarcts 
which  are  usually  more  or  less  wedge-shaped,  the  apex  directed  inward 
corresponding  to  the  vascular  territory  compromised.  They  are  pale  or 
yellowish,  hard,  and,  as  inflammatory  reaction  sets  in,  may  be  surrounded 
by  a  red  hyperiemic  zone. 

Within  the  limits  of  the  infarct,  necrosis  of  epithelium  or  of  the 
entire  mass  of  involved  tissue  may  take  place  with  such  subsequent 
alterations  as  have  been  already  described  on  page  29. 

The  seat  of  old  and  healed  infarcts  may  be  indicated  by  small  fibrous 
cicatrif'cs.^ 

Ha^morrhagic  infarcts  in  the  kidney  are  rare.  Infarcts  may  become 
the  seat  of  gangrene  when  putrefactive  bacteria  gain  access  to  them; 
or  suppurative  inflammation  with  the  formation  of  abscesses  may  occur. 

'  For  a  Htudy  of  theoric*8  of  renal  flecretion  see  Lamy  and  Mayer,  Jour,  de  Phys.  et  Path. 
g6n.,  t.  viii.,  p.  660,  1906. 

*  For  a  Htudy  of  the  rog;enerativc  capacity  of  the  renal  epithelium  in  infarcts  see 
Thorel,  Virchow's  Arch.,  Bd.  cxlvi.,  p.  297,  1896,  bibl.;  also  Thard,  Deutsch.  Arch.  f.  klin. 
Med.,  Hd.  Ixxvii.,  1903. 
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Embolism  of  the  renal  artery  may  result  in  necrosis  of  the  entire  kidney. 
Thrombosis  of  the  renal  vein  may  be  induced  by  the  pressure  of  tumors, 
either  on  this  vessel  or  on  the  vena  cava;  or  it  may  occur  in  cachectic 
conditions. 

ALBumHtrBIA  AKD   CASTS. 

Albuminuria. — Albuminous  material  or  serum  not  infrequently  passes 
out  of  the  blood-vessels  of  the  kidneys,  cither  through  the  glomeruli  or 
the  tubules,  and  mingles  with  the  excreted  substances.  While  this  may 
occasionally  occur  under  conditions  which  cannot  be  regarded  as  ab- 
normal, it  is  common  in  many  diseases  of  the  kidney  and  is  frequent. 
without  demonstrable  kidney  lesions  in  fevers,  infectious  diseases,  ab- 
normal conditions  of  the  blood,  various  forms  of  poisoning,  disturbances 
of  the  circulation,  etc.  Albuminous  materia!  may  also  be  set  free  by 
abnormal  metabolism  or  disintegration  of  the  renal  epithelium. 

In  albuminuria  with  pronounced  kidney  lesions  there  are  usually 
well-defined  alterations  in  the-capittaries  of  the  tufts  and  in  their  epi- 


thelial investment.  There  may  bethrombi  inthecnpillaries;  theirwalls 
may  be  thickened;  the  fiat  epithelium  covering  thom  may  be  swollen  or 
fatty,  or  may  peel  oft,  or  it  may  proliferate.  In  the  kidneys  of  cases  of 
pronounced  albuminuria,  preserved  in  alcohol  or  other  fixatives  which 
coagulate  albuminous  material,  this  substance  may  be  seen  within  Bow- 
man's capsule  or  in  the  lumina  of  the  tubules  as  fine  or  coarse  granules. 
Albuminous  material  in  the  tubules  may  form  casts  (see  below),  or  when 
the  conditions  are  favorable  fibrillar  fibrin  may  form. 

Casts. — Albuminous  material  which  under  various  abnormal  condi- 
tions has  escaped  from  the  blood-vessels  in  solution  may  coagulate, 
especially  in  the  lumina  of  the  tubules,  forming  the  more  or  less  cylin- 
drical or  globular  structures  called  casts.  These  may  be  homopeneous 
in  structure — hyaline  casts;    or  the  albuminous  material  of  which  they 
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are  formed  may  be  mingled  with  the  products  of  degeneration  and  disin- 
tegration of  epithelial  cells,  either  from  the  glomeruli  or  from  the  tubules; 
or  with  red  blood  cells,  or  leucocytes,  or  exfoliated  epithelial  cells.  In 
this  way  yranular  cofts,  ciiithclicU  casts,  blood  casts,  etc..  are  formed.  The 
epithelium  of  the  tubules  may  peel  off  in  ma8s<*s,  forming  cast-like  cell 
structures.  Homogeneous  globules  of  various  sizes  may  be  formed  in 
the  tubular  epithelium  which  is  yet  in  place,  and,  as  the  cells  degenerate 
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and  disintegrate,  such  homogeneous  globules  may  collect  in  the  lumina 
of  the  tubules  (Fig.  id'-i)  or  they  may  fuse  to  form  hyuliue  casts  (Fig. 
4641.  Homogeneous  casts  giving  the  micro-chemical  characters  of  amy- 
loid are  of  occasional  occurrence  in  the  tubules. 

Casts  and  cell  detritus  may  form  both  in  the  cortical  and  medullary 
tubules  and  may  pass  out  of  the  organ  with  the  uriue. 


Necrosis  of  the  epithelium  of  the  kidney  of  varying  extent  may 
occur  in  disturbances  of  the  circulation  by  thrombosis,  degenerations, 
etc.,  in  acute  infectious  diseases,  in  various  nutritional  disorders,  such 
as  gout,  diabetes,  etc.,  or  auto-intoxications,  as  well  as  in  poisoning  by 
various  substances,  cantharidin,  sii)>timate,'  chromates,  chlorates,  etc. 
In  sublimate  and  oxalic-acid  poisoning,  calcification  (Figs.  30  and  31) 
may  be  associated  with  the  necrotic  process. 

The  extent  of  the  lesion  varies  greatly.  In  some  instances  a  large 
part  of  the  epithelium  of  the  convoluted  tubules  may  be  necrotic  without 
marks  of  inflammation.  In  other  cases  the  lesion  involves  the  tubules 
in  limited  regions.  It  is  suggested  that  certain  forms  of  extensive  ne- 
crosis of  renal  epithelium  are  the  analogues  of  some  forms  of  acute  yellow 

'  For  Btuilica  on  sublimatp  poisoning  sec  n>f,  to  Snibrrgrr  anil  Elbr,  foot-DOte,  p.  708. 
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atrophy  of  the  liver.'     In  fact  the  kidney  lesion  may  accompany  acute 
yellow  atrophy. 

DEQENEBATIOK. 
Albuminous  Degeneration  (Parenchymatous  Degeneration — Acute 
Degeneration).— This  form  of  degeneration  is  most  common  in  the  acute 
infections  diseases,  such  as  diphtheria,  scarlatina,  measles,  typhoid  fever, 
yellow  fever,  and  in  many  forms  of  septicaemia  and  toxEcmia.  It  usually 
accompanies  similar  lesiona  in  other  viscera.  In  moderate  degrees  of 
the  lesion,  the  epithelium,  particularly  of  the  convoluted  tubules,  is 
swollen  and  more  coarsely  granular  than  normal  (Fig.  465).     In  more 
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pronounced  lesions,  in  addition  to  simple  albuminous  degeneration,  the 
epithelium  may  become  more  or  less  filled  with  minute  fat  droplets,  or 
the  cells  may  disintegrate  and  peel  off,  or  they  may  become  necrotic  and 
the  nuclei  fail  to  stain.  The  cell  body  may  then  undergo  coagulation  or 
disintegrate. 

The  gross  appearance  of  the  kidneys  varies  with  the  degree  and  ex- 
tent of  the  degeneration.  The  kidney  may  be  slightly  or  considerably 
enlarged.  On  section  the  cortex  is  usually  thickened  and  pale  with  ob- 
literation of  the  normal  cortical  markings.     The  capsule  of  the  kidney 

'For  B  n'mimr  at  nnrosia  of  rtiial  ('|ulliclium  st-c  tl-tw'll,  Joliiut  llopkiia  Hosp.  Bull., 
vol.  xmi.,  p.  272.  ItHMi. 
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is  not  abnormally  adherent.     When  there  are  other  associated  or  an- 
tecedent lesions  in  the  kidney,  the  gross  appearance  of  the  organ  varies. 
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The  fat  droplcis  arv  stainpd  bUrk  by  osmic  acid. 

Fatty  Degeneration,— This  may  occur  in  those  diseases  of  the  blood  or 
circulatory  system  in  which  general  nutrition  suffers;  in  infectious  dis- 
eases often  associated  with  or  following  albuminous  degeneration;    in 
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various  cachexia;   in  acute  and  chronic  forms  of  diffuse  kidney  dii 
and  in  poisoning  by  phosphorus,  arsenic,  sublimate,  etc. 
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The  degeneration  may  be  diffuse  mid  widespread  or  it  may  otcur  in 
patches.  If  diffuse,  the  cortex  in  which  it  is  most  marked  is  usually 
more  or  less  thickened,  opaque,  and  yellowish;  if  in  patches,  there  are 
opaque  yellow  streaks  or  spots  in  the  cortex.  But  tliese  appearances  are 
often  obscured  by  various  other  lesions.  If  the  def^eneration  be  moder- 
ate in  degree,  there  are  iaiger  and  smaller  fat  droplets,  usually  most 
abundant  in  the  basal  portion  of  the  epithelium  of  the  convoluted  tubules 
(Fig.  466).  In  more  marked  degeneration,  the  cells  of  the  convoluted 
tubules  may  be  filled  with  fat  droplets  and  may  peel  off,  or  they  may 
disintegrate,  setting  the  fat  free  in  the  lumen  of  the  tubules.  The 
degeneration  may  involve  the  tuft  and  capsule  epithelium  as  well  as 


FlO.  468. GlTCOQEN    DeOENERATIOK  of  the  EpITHELIVU  OV  the    KID.VEY  IK  DlABETI»l. 

that  of  the  collecting  tubes,  and  fat  droplets  may  be  found  free  or  in  cells 
in  the  interstitial  tissue. 

Amyloid  Degeneration. — This  is  usually  associated  with  amyloid  de- 
generation elsewhere  in  the  body,  and  commonly  occurs  in  kidneys  which 
are  already  the  seat  of  various  forms  of  chronic  lesion.  Usually  the 
kidney  is  enlarged,  the  section  is  shining  or  translucent,  the  cortex  is 
thick  and  pale,  the  glomeruli  are  often  unusually  plain.  The  capillaries 
of  the  tufts  (Fig.  4G7)  and  the  vasa  recia  are  most  often  involved  If  the 
kidney  be  otherwise  altered,  the  gross  and  microscopic  ap[>earances  vary. 

Glycogen  Degeneration  of  the  epithelium  may  take  p'ace  in  diabetes 
mellitus.  It  is  usuallv  most  marked  in  the  eel's  of  Henle's  loops  (Fig. 
46S>. 

Calcification  may  occur  in  chn)nic  inflammatory  lesions  or  in  old  in- 
farctions, in  the  intertubular  tissue  of  the  medulla  in  the  aged,  and  in  casts 
in  the  collecting  tubes,  and  is  especially  weli  marked  in  degenerated  and 
necrotic  epithelial  cells  in  sublimate  poisoning  (Figs.  30  and  31).' 

nnXAHMATION. 
General  Conaiderations. 

Many  of  the  allcraliona  in  ihp  kidney  which  are  commonly  conaidereU  inflammatofy 
are  in  fact  deitencrativc,  and  tlicse  deReneralivn  chanfres  an?  oflen  bo  important  and  bo 
conapicuous  in  the  IcBiona  as  fairly  to  dominalp  the  gross  and  microscopic  appearances. 
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The  processes  in  the  kidneys  which  may  be  properly  considered  inflammatory  are 
either  exudative  or  productive,  so  tliat  the  apparently  complex  series  of  kidney  changes 
which  arc  grouped  under  the  name  nephritis,  or  Hright's  disease,  are  really  phases  of 
exudative  or  productive  inflammation,  or  both,  associated  with  degenerative  processes. 

Whether  the  kidneys  be  large  or  small,  white  or  red  or  mottled,  smooth  or  rough; 
whether  the  disease  l)e  acute  or  chronic,  it  is  always  these  comparatively  simple  proc- 
esses, varj-ing  in  extent,  in  duration,  in  intensity,  and  in  relative  predominance,  which 
are  to  be  taken  into  the  account  in  the  study  of  inflammation  of  this  organ. 

There  are  {K'rhaps  no  lesions  whose  classification  has  seemed  beset  with  such  diffi- 
culties as  those  of  the  kidneys.  This  is  largely  due  to  a  failure  to  realize  that  the  vari- 
ous phases  of  inflanunation  and  degeneration  do  not  stand  apart  as  independent  proc- 
esses or  lesions,  but  are  closely  associated  and  often  merge.  It  is  difficult,  perhapB 
impossible,  to  make  a  classification  which  shall  meet  the  requirements  of  the  clinic, 
the  limitations  of  urinarj'  tests,  and  at  the  same  time  accord  >^ith  the  revelations  of  the 
autopsy  and  the  microscoiK*. 

One  of  the  difficulties. in  framing  a  classification  of  kidney  lesions  is  that  there  are 
many  and  serious  abnormalities  in  the  function  of  the  kidney  which  do  not  find  expres- 
sion in  s  ich  structural  changes  as  we  can  at  present  recognize.  Our  knowledge  of  such 
of  the  minute  structural  lesions  in  the  renal  epithehum  as  are  not  manifested  by  altera- 
tions in  the  size  and  form  and  organic  integrity  of  the  cell  is,  in  fact,  very  meagre, 
so  that  the  attempt  to  classify  inflammatory  lesions  of  the  kidney  upon  both  clinical 
and  morphological  data  often  leads  to  conjecture  or  confusion,  frequently  to  both. 
Considering  the  scojk*  of  this  book  and  our  present  purpose,  it  seems  wiser  to  set  forth 
here  as  ct)ncisely  as  possible  the  essential  character  of  the  lesions  in  acute  and  in  chronic 
phases  of  inflammation  and  degeneration  in  the  kidney  based  upon  morphological 
rather  than  upon  clinical  data. 

It  is  convenient  to  divide  the  acute  in  flu  minatory  processes  of  the 
kidneys  into  two  forms,  SuppurcUive  Nephritis  and  Acute  Diffuse  Nc" 
phritls. 

Suppurative  Nephritis. 

Suppurative  inflammation  of  the  kidney  may  follow  injury  with  local 
infection.  It  is,  however,  most  often  due  to  the  presence  of  bacteria, 
commonly  the  pyogenic  cocci,  which  have  been  brought  through  the 
blood-vessels  from  a  remote  infective  focus,  as  in  ulcerative  endocarditis, 
septic  phlebitis,  etc. — embolic  infection.  Or,  on  the  other  hand,  the  bac- 
terial excitant  may  be  transmitted  to  the  kidneys  through  the  urinar>' 
passages — ascend  i  ng  infect  ion. 

Traumatic  lesions  of  the  kidney  may  lead  to  suppurative  nephritis 
either  through  direct  infection  of  the  wound  or  by  the  establishment  of 
local  vulnerability  ^  to  the  action  of  bacteria  which  may  later  gain  access 
to  the  injured  tissue  through  the  circulation.  After  infected  wounds  or 
injuries  of  the  kidney,  large  abscesses  may  develop,  or  nearly  the  whole 
organ  may  be  converted  into  a  mass  of  pus,  blood,  and  disintegrated 
tissue. 

In  the  embolic  type  of  suppurative  nephritis,  small  abscesses  are  formed 
most  frequently  in  the  cortex.  Where  bacteria  lodge  and  grow  in  the 
tissue  there  is  at  first  circumscribed  hyperiemia  or  hsemorrhage  and 
necrosis,  with  subsequent  gathering  of  leucocytes  and  finally  the  disin- 
tegration of  tissue  and  the  formation  of  abscess.  Such  kidneys  present 
to  the  naked  eye  on  section  small  spots — or  in  the  medulla,  streaks — which 

'  See  ref.  to  Chcesman  and  MeUzcr  and  to  Brewer^  foot-note,  p.  160. 
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are  red  or  gray  or  yellow,  (tctpending  upon  the  degree  of  advancement  of 
the  leaion.  In  such  areas  the  bacteria  may  l«  readily  demonstrated, 
sometimes  in  early  stages  in  dense  masses  in  the  capillaries  and  other 
smaller  vessels,  or  later  scattered  through  the  necrotic  and  disintegrat- 
ing tissue  (Fig.  125,  p.  20'2).  Embolic  abscesses  are  commonly  devel- 
oped in  both  kidneys  and  by  extensive  coalescence  may  give  rise  to  large 
abscesses.  There  is  reason  to  believe  that  in  certain  forms  of  septicirmia 
bacteria  may  secure  a  foothold  in  the  tubules,  not  as  emboli,  but  through 
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AscendtTui  Infection. — In  suppurative  nephritis  associated  with  a  simi- 
tar process  in  the  ureter,  bladder,  etc.,  the  me<hillary  portion  of  the 
kidney  is  usually  earliest  involved,  and  then  the  elongated  form  of  the 
suppurative  areas  (Fig.  469)  corresponds  to  the  grouping  of  the  tubules 
in  this  region;' 

Whatever  the  form  in  which  it  may  manifest  itself,  suppurative  in- 
flammation of  the  kidney  is  commonly  induced  by  some  one  or  combi- 
nation of  the  pyogenic  micro-organisms  which  may  lodge  within  it  under 
favorable  conditions.     Thus  Streptococcus  pyogenes,  Staphylococcus  py- 

'  For  Bludy  of  excretion  of  bacIcriB  bv  kiiincv  ikv  Aurh.  Clil.  f.  Kr.  d.  I!«m-  u.  Sex.- 
Or;..  Bd.  xiii.,  10O2,  pp.  24»  biiiI  3-24.     Alw>  nfcrpnoi-  p.  HO, 

For  study  of  elimination  of  pijnnpiil  bv  kidnpv  mv  ('nrlrr,  Jiiur.  .\m.  Mill.  A«sn., 
vol.  xli.,  p.  1248,  1W3. 

*  For  further  dctaitii  conceminK  nippumtive  ncpliritiH  cuniwrutive  to  MmilBr  procMMfl 
in  kdjftcmt  orguis  we  below. 
45 
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ogenes,  Bacillus  coli  communis,  Bacillus  pyocyaneus,  Bacillus  proteus, 
the  pneumococcus,  the  typhoid  bacillus,  and  others,  may  be  found  in  the 
suppurative  foci.  Sometimes,  however,  especially  in  the  more  chronic 
processes,  micro-organisms  are  not  demonstrable. 

AruTK  Diffuse  Nkphkitis. 

This  process  may  occur  in  acute  infectious  diseases;  it  is  especially 
common  in  scarlatina  and  not  infrequent  in  diphtheria,  typhoid  fever,  the 
exanthemata,  and  malaria,  and  in  septicaemia  due  to  various  bacterial  ex- 
citants. 

The  lesions  of  acute  diffuse  nephritis  vary  greatly  in  extent,  in  degree, 
in  the  relative  involvement  of  one  or  other  renal  structure,  as  well  as  with 
the  duration  of  the  process.  In  this  as  in  other  forms  of  inflammation 
of  the  kidney,  degeneration  is  an  important  and  often  predominant  fac- 
tor in  the  morphology'  of  the  lesions. 

We  shall  now  consider  those  lesions  which  in  var\'ing  degrees  are 
characteristic  of  an  early  phase  of  acute  diffuse  nephritis,  such  as  fre- 


Fia.  470. — Acute  Diffuse  Nephkitis. 
Showing  swelling  of  the  c^ll.*«  covering  the  capillary  tufts  and  lining  Bo^-man's  cap8iile. 

quently  occurs  in  the  course  of  the  acute  infectious  diseases.  While 
changes  in  the  different  structural  components  ofthe  kidney  may  occur 
simultaneously  and  are  intimately  related  to  each  other,  we  shall  study 
first  the  lesions  of  the  glomeruli j  second  those  of  the  tubules,  third  those 
of  the  interstitial  tissue  and  its  vessels. 

The  Gloineruli. — One  of  the  early  alterations  in  the  tufts  of  the  glo- 
meruli is  the  swelling  of  the  cells  which  cover  the  capillaries.*  These  cells 
which  in  normal  conditions  are  thin  and  scarcely  visible,  save  by  their 
nuclei,  now  project  from  the  capillary  loops,  sometimes  remaining  closely 
apposed  to  the  capillary  walls,  sometimes  assuming  polypoid  shapes 
(Fig.  470),  sometimes  forming  a  continuous  thick  covering  of  cuboidal 
cells  over  the  vessels.  The  nuclei  are  larger  than  normal  and  mitosis 
may  be  evident.  Similar  changes  occur  in  the  epithelium  ^)etween  the 
capillary  loops.  The  capillaries  are  sometimes  distended  and  plugged 
with  cells;    some  of  these  are  leucocytes;    others  are  larger  with  large 

'  For  a  study  of  the  development  of  the  glomeruli  and  its  relation  to  patholc^cal changes 
Hce  Herring,  Jour.  Path,  and  Bact.,  vol.  vi.,  p.  159,  1900. 
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nuclei  and  may  be  swollen  endothelium.  Hyaline  thrombi  are  often 
found  in  these  tuft  capillaries.  The  swollen  and  proliferating  tuft  epi- 
thelia  often  undergo  fatty  degeneration  and  may  peel  off  into  the  glo- 
merular space. 

In  some  cases  the  proliferation  and  exfoliation  are  extensive  and 
the  cells  may  collect  in  crescentic  masses  within  Bowman's  capsule, 
crowding  the  tuft  toward  its  hilus.  The  cells  in  these  crescentic  masses 
may  be  flattened  from  pressure  and  in  profile  appear  fusiform  (Fig.  471). 
The  capsular  epithelium  may  be  swollen  or  remain  apparently  intact 
while  there  is  a  large  cell  accumulation  from  the  tuft ;  or  it  may  prolifer- 
ate or  become  fatty  or  peel  off.  Hwelling,  exfoliation,  and  proliferation 
of  the  glomerular  epithelium  in  some  degree  are  of  frequent  occurrence 
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in  acute  nephritis.  They  are  sometimes  so  pronounced,  especially  in 
acute  nephritis  following  scarlatina,  either  with  or  without  extensive 
associated  lesions,  as  to  have  suggested  a  name  for  one  phase  of  the  lesion 
— glomerulo-nephritis.  There  is  sometimes  a  considerable  accumulation 
of  albuminous  exudate  between  the  tuft  and  capsule.  Such  albuminous 
material  in  specimens  fixed  by  alcohol  is  in  the  form  of  fine  granules  and 
may  be  mingled  with  exfoliated  and  often  fatty  epithelium  or  cell 
detrit  us. 

IjCucocytes  and  red  blood  cells  may  be  present  with  other  exudate 
within  Bowman's  capsule. 

The  Tubules. — The  lesions  of  the  tubules  of  the  kidney  in  the  early 
phases  of  acute  nephritis  are  largely  degenerative;  the  epithelium,  es- 
pecially of  the  convoluted  tubules,  is  swollen  and  coarsely  granular  (Fig. 
465),  or  it  may  contain  few  or  many  fat  droplets  (Fig,  466) — albuminous 
and  fatty  degeneration.  The  epithelium  may  become  necrotic  and  may 
dinntegrate  or  peel  off  over  larger  or  smaller  areas.     Thus  the  lumina  of 
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the  tubules  may  contain  fra^menta  of  epithelium  or  detritus  mingled  with 
albuminous  fluid — serum — red  blood  cells  and  leucocytes,  or  hyaline  or 
other  forms  of  casts  (Fig.  464).  Red  blood  cells  may  be  extravasated 
in  considerable  numbers  and  collect  in  the  tubules  or  pass  on  with  the 
exudates.  The  casts  and  other  exudates  may  be  present  in  the  cortex  or 
in  the  collecting  tubes  of  the  kidney. 

The  InterMilial  Tins  lie. —This  in  early  phases  of  acute  nephritis  may 
be  (edematous  or  it  may  be  more  or  less  infiltrated  with  leucocytes  or 


Fio.  472.— Aci-TE  Shrrm 
Showing  prolirpratioD  of  rclU  an  tlic  tuft  and  lininf;  the  rapKulc  of  the  glomerulua knd  the 
formaliun  of  nr«  iiiloralitial  (issue  witli  large  polyljoJral  cflLt — glomerular  and  intentitial 
typo. 

fibrinous  exudate.  Patches  of  new-formed  small  spheroidal  cells,  or 
larger  cells  with  conspicuous  excentric  nuclei  may  be  present  either  in 
the  vicinity  of  the  glomeruli  (Fig.  472)  or  near  the  interlobular  veins, 
or  a  general  thickening  of  the  interstitial  tissue  may  occur  even  very 
early  in  some  forms  of  acute  diffuse  nephritis,  particularly  in  those  fol- 
lowing scarlatina  and  diphtheria. 

We  have  thus  seen  that  in  the  early  phases  of  an  acute  inflammation 
of  the  kidneys,  such  as  may  occur  independently  or  in  connection  with 
acute  infective  processes  elsewhere,  there  is  an  involvement  of  all  the 
structural  units  of  the  organ,  the  glomeruh,  the  tubular  epithelium,  ancl 
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the  interstitial  tissue.  Such  a  process  involving  the  various  kinds  of 
tissue  is  called  diffuse,'  and  the  process  is  therefore  designated  Acute 
Diffuse  Nephritis. 

While  tsoth  kidneys  are  involved  in  acute  diffuse  nephritis,  the  lesions 
in  each  are  by  no  means  uniform  either  in  extent  or  advancement  and 
are  oft«n  patchy  or  irregular  in  distribution. 

Variations  in  Type  in  Acute  Diffuse  Nephritis. — There  are  many 
variations  in  the  type  of  the  lesions  in  acute  diffuse  nephritis,  some  of 
which  seem  to  be  directly  dependent  upon  the  character  of  the  excitant, 
while  in  others  the  variations  cannot  as  yet  be  associated  with  known 
determining  conditions. 

If  one  guard  himself  against  the  notion  of  distinct  species  in  the  le- 
sions it  is  convenient  to  recognize  certain  structural  variants  or  types. 
Thus  the  changes  in  the  glomerular  capillaries  and  epithelium  may, 
as  above  indicated,  be  prominent — glomerular  type — (So-called  glomendc- 
nephritis)  (Figs.  471  and  472)  ■  the  deRenerative  process  in  the  tubular 
epithelium  may  be  extreme^po  nchynatous  or  degene  at  e  type  there 
may  with  other  lesions  be  ons  deral  c  ha-morrhage  nto  the  glon  erul 
tubules,  and  interstitial  tissue — kistto  hag  c  type  W  th  or  w  thout 
marked  structural  involven  ent 
of  the  parenchyma  and  interst  ■w^.J^^J 

tial  tissue  there  may  be  an  e\u  -    * 

dative  inflammation  in  \  h  ch 
serum  and  leucocytes  (Fig.  473 
and  more  or  less  red  blood  cells  *        g  ^ 

may  gather  in  the  glomerul   or       *  »     *   ' 
tubules  and  with  various  fo  ms       *^*'  ,     j^* '     ^  «* 
of  casts   pass  oft  in   the  ur  ne  »^       j^J   ^    "■^j/S.    ~fr*j' 

This,  which  is  common,  has  been       ^^A^"^   H&*'%4*/jP  *  J' 
called  by  Delafield  the  carwda     e         0"?^       *^^   VS/J 
type  of  acute  diffuse  neph      s  3?    u  r^i*  -^-^ 

Finally,  with  any  one  or  m  re  F      «  3     a  e  ^E  bh     a 

of  the  above  types  of  lesion    here  Sh  «  ng    pua         is  and  gnmu  ax  exuda  e  ID 

maybe  early  and  significant  n  heue8«hfl»ng  h  pheum 
volvement  of  interstitial  t  ssue     exud»  pe 

of  the  kidney,  so  that  new  and 

often  very  cellular  tissue,  e  her  n  sn  all  pa  hes  or  through  a  large 
portion  of  the  organs,  may  lead  to  tubular  atrophy  and  to  serious  and 
permanent  structural  alterations.  This,  which  has  been  called  by 
Delafield  the  productive  type,  by  others  the  interstitial  tyjie,  of  acute 
diffuse  nephritis  (Fig.  472),  is  most  frequent  as  a  complication  of 
scarlatina;  it  may  follow  diphtheria,  or  puerperal  infections,  and  may 
occur  as  an  apparently  independent  process.' 
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Between  these  types  of  lesion,  hirgcly  based,  as  will  be  seen,  upon  the 
relative  involvement  of  the  structural  units  of  the  kiilney,  are  many  in- 
termediate forms  which  the  scope  of  this  book  does  not  permit  us  to 
consider. 

Kidneys  which  are  the  seat  of  acute  diffuse  nephritis  sometimes  ap- 
pear almost  norma'  on  gross  inspection.  But  in  more  typical  forms  they 
are  slightly  or  (onsiderably  enlarged,  the  capsule  is  free,  the  cortex  is 
thickened,  and  cither  reddened  or  pale  or  mottled  red  and  gray.  When 
the  interstitial  tissue  is  nedematous  the  cortex  may  appear  translucent. 
The  glomeruli  may  \ie  red  or  pale  and  conspicuous  or  normal  in  appear- 
ance. The  pyramids  may  seem  unusually  red  by  contrast  with  the 
thickened  pale  cortex.     In  ha-niorrhagic  forms  of  acute  nephritis  in 
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Fro.  474.— Dii- 


which  blood  may  collect  in  the  glomeruli,  in  the  interstitial  tissue,  andin 
the  tubules,  the  cortex  may  be  mottled  with  red. 

In  many  forms  of  acute  diffuse  nephritis,  particularly  if  the  inter- 
stitial tissue  be  not  considerably  involved,  resolution  may  take  place. 

The  Excitants  of  Acute  Diffuse  Nephritis. — In  many  cases  of  acute  dif- 
fuse nephritis,  the  process  secTis  to  be  due  to  toxic  substances  which  are 
formed  under  the  influence  of  micro-organisms  in  other  parts  of  the  body 
and  presumably  excreted  by  the  kidney  with  whose  cells  they  come  into 
intimate  contact  or  in  whose  metabolism  they  may  share.  Acute  nephri- 
tis is  also  induced  by  various  exogenous  poisons,  such  as  corrosive  subli- 
mate, carbolic  acid,  cantharides,  and  many  others;  it  may  occur  with 
extensive  lesions  of  the  skin  and  after  exposure  to  cold.  In  the  acute 
nephritis  following  extensive  burns,  exposure  to  cold,  etc.,  it  is  probable 
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that  the  poisonous  products  of  abnormal  body-cell  metabolism  are  the 
direct  excitants. 

Bacteria  may  be  eliminated  from  the  body  through  the  kidney  some- 
times without  inducing  lesions  which  are  demonstrable  with  our  present 
technique.'  The  following  bacteria  have  been  found  by  numerous  ob- 
servers in  the  kidney  and  in  the  urine,  in  acute  diffuse  nephritis:  the 
typhoid  bacillus,  pneumococeus,  streptococcus  and  staphylococcus,  the 
colon  bacillus,  and  others.  The  Plasmodium  malaria?  may  be  present  in 
the  kidney  in  large  numbers.'  To  what  extent  the  kidney  lesions  are  due 
to  the  presence  of  these  organisms  themselves  and  to  what  extent  to  elimi- 
nated toxins  is  not  yet  clear. 

Fersiatent  and  Advancing'  Lesiona  Following  Acute  Sifi^iae  Hephiitu. 

If  we  Follow  the  aJtt ratioDs  which  the  kidney  in  3.Fiite  diHuse  nephritis  may  un- 
dergo, if  resolution  do  not  occur,  but  the  process  coatlaue,  we  find  that  in  each  of  the 
three  structural  units  of  the  kidney,  the  glomeruli,  the  tutiuJeR,  and  the  interstitial  tissue, 
with  the  blood-vessels,  important  changes  take  place  which  often  lead  to  slight  or  to 
marked  deformities  of  the  organ,  and  to  such  minute  changes  as  are  in  fact  charac- 
teristic of  what  we  are  wont  to  call  chronic  diffuse  nephritis. 

The  capillaries  of  the  tufts  may  become  partly  or  wholly  obliterated  by  a  gradual 
thickening  of  their  walls  and  an  increase  of  the  eonncclive  tissue  between  them,  while 
at  the  same  time  Bowman's  capsule  is  thickened  and  contracts  upon  the  altered  tuft 
{Fig.  474)  with   which   it   may   unite  so   that   the 
glomerulus  may  finally  be  represented  by  a  small, 
dense  spheroidal  mass  of  fibrous  tissue  (Kig.  475). 

The  inlerstitial  tissue  of  the  kidney  may  be  in- 
creased in  patches,  most  often  at  first  near  the  (glo- 
meruli or  along  the  interlobular  veins.  This  tissue 
may  at  first  be  i[uite  cellular,  resembling  a  collec- 
tion of  small  spheroidal  cells  or  larger  polyhedral 
ccUs,  among  which  new  fibrillar  struma  may  de- 
velop; or  there  may  be  a  more  diffuse  increase  of 
connective- tissue  cells  and  stroma.  As  this  new- 
forraed  fibrous  tissue  grows  less  cellular  it  contracts. 
the  tubules  which  it  encloses  are  alrophied,  the 
epithelium  may  underaio  fatly  degeiu'ralion  and 
peel  off  or  become  flattened,  casts  may  be  present 
in  the  narrowed  lumen,  and  the  tubules  may  at 
last  be  represented  by  a  small  cluster  of  flattened 
cells  without  distinct  tubular  stnieturc,  or  they  may 
disappear  altogether  (Fig.  47-1).  Such  islets  or 
masses  of  new-formed  fibrous  tissue  enclosing  va- 
riously altered  and  atrophied  remnants  of  glomeruli 
and  tubules  vary  greatly  in  size  and  usually  merge 
gradually  into  less  altered  kidney  lissue.  When 
they  are  formed  near  the  surface  of  the  kidney,  the  alirinkage  of  the  fibrous  tissue, 
which  is  continuous  with  (he  inner  layers  of  the  capsule,  may  draw  the  surface  inward, 
leaving  between  the  irregular  depressions  the  areas  of  less  altered,  or  otherwise  altered, 
kidney  tissue  somewhat  projecting  in  irregular  knobs  or  granules.     Thus   arise  the 

■See  fliedi  and  Kraw.  Arch,  f,  F.xp.  Path,  u,  Pl.or,. 
raphyi  also  v.  Klecki,  ibid,,  Hd.  xxnix..  p.  173,  1897;  b1.> 
Med.,  Bd.  liLi.,  p,  323,  IR04,      S.*  also  rvfcrcnccB,  page  1« 

'For  a  stuclv  of  malarial  ncpliritiH  »cf  Thayfr,  Am.  J( 
1S08. 

See  for  the  study  of  a  caxe  ol  acute  malarial  nppIiritiH  willi  large  numben  of  para^lea 
In  the  kidney  Emng',  Trana.  Assn.  Am.  Pliys.,  vol.  xvi.,  p.  450,  1901 . 
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gr&n\ilar  surface  and  the  adhesion  of  the  capsule  which  are  frequent  in  some  forms  of 
persistent  diflfuse  nephritis. 

In  the  parts  of  the  kidney  less  involved,  or  not  at  all  involved  in  the  production  of 
new  fibrous  tissue,  the  tubules  may  undergo  marked  alterations.  Thus  the  epithelium 
may  be  swollen  and  coarsely  granular  or  fatty;  it  may  become  necrotic  so  that  the 
nucleus  fails  to  stain;  it  may,  when  necrotic  or  degenerateil,  peel  off  or  disintegrate  so 
that  the  tubules  may  be  extensively  denuded.  On  the  other  hand,  the  epithelium  may 
remain  in  position  but  be  much  tliinner  than  normal,  while  the  lumen  is  largely  dilated. 
This  may  take  place  by  the  blocking  of  the  tubules  below  by  desquamated  cells  or  by 
compression  of  new-formed  interstitial  tissue.  The  whole  tubule,  not  merely  the  lumen, 
may  be  dilated  and  irregular  in  shape,  with  well-preserved  or  fatty  or  otherwise  altered 
epithelium.     Casts  of  various  forms  may  be  present. 

Chronic  Diffusk  Nephritis. 

General  Considerations. — We  have  seen  that  when  the  inflammatory 
process  in  the  kidneys,  at  first  acute,  is  protracted,  both  the  degenerative 
and  the  productive  lesions  may  become  more  marked  and  extensive. 
Thus  with  a  preponderance  now  of  the  interstitial  alterations  and  again 
of  the  degenerative  or  other  changes  in  the  parenchyma,  the  kidneys  in 
a  condition  of  chronic  diffuse  nephritis  may  present  a  considerable  va- 
riety in  gross  as  well  as  microscopical  appearance.  They  are  sometimes 
larger  than  normal,  as  is  often  though  not  always  the  case  when  the  pa- 
renchyma is  more  conspicuously  involved;  or  smaller,  as  is  usual  when 
the  interstitial  lesions  are  widespread  or  advanced. 

Although  there  is  no  sharp  line  of  separation,  either  clinical  or  mor- 
phological, to  be  drawn  between  acute  and  chronic  diffuse  nephritis,  it 
is  convenient  to  group  kidney  lesions  in  this  way  with  the  understanding 
that  many  intermediate  forms  exist,  as  must  be  the  case,  since,  as  we 
have  seen,  acute  nephritis  may  pass  gradually  into  the  chronic  form. 

While  acut€  diffuse  nephritis  may  be  followed  by  the  alterations 
which  have  just  been  summarized  and  which  are  characteristic  of  certain 
phases  of  chronic  diffuse  nephritis,  the  latter  process,  it  should  be  remem- 
bered, is  by  no  means  always  or  usually  preceded  by  an  acute  form  of  in- 
flammation. 

In  some  phases  of  chronic  diffuse  nephritis,  although  interstitial 
alterations  are  present,  the  lesions  of  the  tubules  may  be  the  most  prom- 
inent feature;  thus  albuminous  and  fatty  degeneration,  disintegration, 
flattening  and  peeling  of  the  epitheUum,  the  formation  of  casts,  the  dila- 
tation of  the  tunules,  etc.,  may  be  most  conspicuous.  In  another  mor- 
phological group  of  kidneys  in  chronic  diffuse  nephritis,  while  there  ai'e 
many  alterations  in  the  tubules,  the  most  marked  change  is  the  increase 
in  amount  and  the  subsequent  contraction  of  the  interstitial  fibrous  tissue 
with  atrophy  of  the  tubules  and  glomeruli  and  the  consequent  diminu- 
tion in  size  and  alteration  in  shape  and  consistence  of  the  organ.  Be- 
tween these  extremes  of  lesion  there  are  all  intermediate  forms,  in 
kidneys  which  are  larger  than  normal,  of  normal  size,  or  smaller  than 
normal. 

In  endeavoring  to  classify  or  group  the  lesions  in  chronic  diffuse 
nephritis,  one  encounters  difficulties  similar  to  those  which  beset  a  like 
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attempt  in  the  acute  forms  of  renal  inflfLnimation.  But  the  difficulties 
are  enhanced  in  the  former  case  by  the  fact  that  the  conditions  under 
which  the  lesions  develop  are  far  more  diverse  and  variable  and  at  the 
same  time  are  often  much  more  obscure. 

If  we  leave  out  of  sight  for  the  moment  the  conditions  under  which 
chronic  diffuse  nephritis  may  arise  and  the  direct  excitants  which  with 
more  or  less  certainty  can  be  fixed  upon  as  important,  and  confine  our 
attention  to  morphologj',  it  is  at  least  convenient  to  place  in  one  group 
as  above  indicated  kidneys  in  which,  while  there  may  be  impoi'tant 
changes  in  the  glomeruli  and  in  the  interstitial  tissue,  the  most  marked 


Fla.  476.— Chbokic  Diffuse  Nefhiutib — Pa  bench  tmatocb  Type. 
At  the  left  is  a  band  of  new-formed  fibrous  tissue  with  Blropliy  o(  tubules  and  swelling  and 
pnliferslion  of  (he  capsule  cells;  in  the  central  portions  Ihp  tubular  epi  I  helium  in  disintegrat- 
ing at  the  edges,  wliile  at  the  right  the  Itunina  of  tlie  tubules  are  dilated,  with  Battening  of 
theefntheUum. 

lesions  are  in  the  tubular  epithelium.  This  may  conveniently  be  called  the 
parenchymatous  or  degenerative  type  of  chronic  diffuse  nephritis. 

On  the  other  hand,  there  is  another  large  and  important  class  of  kid- 
neys which  are  characterized  morphologically  by  a  relatively  prominent 
increase  in  the  amount  of  interstitial  fibrous  tissue  with  associated  destruc- 
tion by  atrophy  or  otherwise  of  the  tubular  structures.  This  may  be 
called  the  interstitial  type  oj  chronic  diffuse  nephritis. 

la  considering  this  in  many  respects  artificial  grouping  of  persistent 
inflammatory  kidney  lesions,  it  should  be  remcmberf:d  that  while  the 
parenchymatous  and  the  interstitial  types  of  lesion  may  originate  as  such 
and  so  persist,  the  lesion  of  the  parenchymatous  type  may,  as  the  disease 
progresses,  assume  the  characters  of  the  interstitial  form. 
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Parenchymatous  Type  of  Chronic  Diffuse  Nephritis. — This  may  origi- 
nate in  an  acute  diffuse  nephritis,  but  more  frequently  develops  indepen- 
dently of  this.  As  in  other  forms  of  diffuse  nephritis,  the  tubuiea,  the 
glomeruli,  and  the  interstitial  tissue  are  more  or  less  involved.  The 
lesions  are  most  marked  in  the  cortex  (Fig.  4701,  and  here  the  epithelium 
may  be  swollen  and  coarsely  granular  or  is  often  fatty.  Droplets  of  clear 
fluid  may  form  within  the  epithelium — so-called  "  vacuoles."     The  epi- 
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thelium  may  be  flattened  or  it  may  peel  off  or  disintegrate  and  the  cells 
and  cell  detritus  together  with  leucocytes,  red  blood  cells,  and  casts  may 
collect  in  the  irregular  and  often  widened  lumina.  The  oasts  may  be 
hyaline  or  granular  or  epithelial,  or  they  may  be  covered  with  leucocytes 
or  red  blood  cells.  In  the  glomeruli,  the  tuft  and  capsule  cells  may 
swell  and  proliferate  and  peel  off  (Fig.  477);  albuminous  fluid  which  in 
specimens  hardened  in  alcohol  is  represented  by  a  granular  precipitate 
may  be  present  in  the  intracapsular  apace  and  in  the  tubules.  The  in- 
terstitial tissue  may  be  increased  in  amonnt,  usually  in  circumscribed  re- 
gions, and  here  the  enclosed  tubules  are  atrophied.  Not  infrequently, 
more  or  less  extensive  haemorrhages  occur. 
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If  the  disease  hnve  been  of  long  standing  the  new-formed  interstitial 
tissue  may  be  present  in  considerable  amount  with  much  destruction  of 
the  tubules.  The  glomeruli  may  be  compromised  by  the  thickening  of 
Bowman's  capsule  and  the  obliteration  of  the  capillaries,  so  that  at  length 
the  tuft  and  capsule  may  fuse  and  the  glomeruli  may  be  represented  by 
dense  fibrous  nodules  (Fig.  475).  The  growth  of  interstitial  tissue  in 
patches  may,  when  near  the  surface  of  the  organ,  bind  the  capsule  to  the 
kidney  so  that  in  its  removal  small  masses  of  the  parenchyma  may  be 
stripped  off,  leaving  a  rough  surface  on  which  grayish  depressed  areas, 
corresponding  to  the  interstitial  growth,  are  intermingled  with  more  pro- 
jecting light  or  yellowish  portions,  in  which  albuminous  or  fatty  degen- 


f'lo.  478. — Chbonic  DiPrtsB  NepHRtTls — Pakekciitmatoi's  Type. 
Sbowing  B  weilgr-Hlinpeil  maas  of  ncw-formctl  tissue  cxteniling  inwnnt  from  the  capsule 
of  the  kidney,  to  whidi  it  is  firmly  Bltarht-d.      The  tubules  witliin  the  fibrous  area  are  atm- 
phied,  while  the  tubules  elsewhere  show  various  degeocrative  epithelial  changes. 

eratioD  of  the  tubular  epithelium  may  be  marked  and  extensive.  Very 
often  the  new  fibrous  tissue  develops  along  the  course  of  the  interlobular 
vessels  so  that  cylindrical  or  narrow,  wedge-shaped  area.s  arc  affected,  ex- 
tending inward  from  the  capsule  (Fig.  478).  Amyloid  degeneration  in- 
volving the  capillary  tufts,  the  vasa  recta,  and  the  larger  arterial  trunk 
is  common. 

Such  kidneys  as  have  just  been  described  present  varying  gross  ap- 
pearances which  are  dependent  upon  the  character,  extent,  and  distribu- 
tion of  the  lesions.  Some  arc  larger  than  normal  with  a  thickened  whit- 
ish or  yellowish  cortex.     These  are  often  called  larye  vhite  kidnei/s.     But 
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kidneys  with  essentially  similar  lesions  are  not  always  large,  are  often 
nearly  normal  in  appearance,  or  may  be  smaller  and  with  a  cortex  thinner 
than  normal.  If  hiemorrhage  into  the  tubules  or  interstitial  tissue  be  a 
marked  feature  of  the  lesion,  the  cortex  may  l>e  reddish  or  mottled  red 
and  yellow.     Such  are  the  so-called  large  red  kidneys. 

Arterio-sclerosis  and  cardiac  hypertrophy  frequently  accompany  this 
type  of  kidney  lesion. 

Interstitial  Type  of  Chronic  Diffuse  Nephritis. — The  type  of  chronic  dif- 
fuse nephritis  in  which  the  growth  of  interstitial  tissue  is  conspicuous, 
which  may  be  called  the  iTUerstitial  or  indurative  type,  apparently  some- 
times represents  a  later  phase  of  the  parenchymatous  type;  or  it  may  re- 
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suit  from  chronic  congestion,  or  be  associated  with  arterio-sclerosis;  but 
it  appears  to  be  more  frequently  an  independent  process.  As  the  new 
interstitial  tissue  which  is  formed  in  patches  or  streaks  or  large  masses 
gradually  becomes  less  cellular,  more  dense,  and  shrinks,  the  kidneys  are 
usually  smaller  than  normal  and,  owing  to  the  uneven  distribution  of 
the  lesion,  rough  upon  the  surface  when  the  thickened  and  adherent 
capsule  is  stripped  off.  The  areas  of  the  cortex  in  which  the  fibrous 
tissue  is  most  abundant  (Fig.  479)  are  grayish  or  translucent  and  de- 
pressed, while  the  parenchyma  between,  often  fatty,  projects  aa  yellowish 
rounded  knobs  or  granules.  This  condition  is  therefore  sometimes 
spoken  of  as  "granular  atrophy,"  and   such   kidneys  are  often  called 
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"granular  kidneys"  or  "atrophied  kidneys."  The  tissue  ia  firm  and 
resistant  to  the  knife;  and  on  section  the  cortex  is  seen  to  be  in  general 
thinned,  often  extremely  so,  some  portions  being  much  more  atrophied 
than  others.  Small  cysts  of  various  sizes  may  be  formed  from  dilatation 
and  coalescence  of  tubules.  The  cortex  is  usually  more  involved  than 
the  medulla.  The  fat  with  which  the  kidney  is  surrounded  is  often  largely 
increased. 

On  microscopical  examination  the  new-formed  interstitial  tissue  is 
Bometimes  in  patches  (Fig.  480)  or  streaks  along  the  course  of  the  in- 
terlobular vessels,  with  less  affected  regions  between  them.  In  these 
fibrous  portions  there  may  be  flattening  of  the  epithelium  and  \ 


degrees  of  atrophy  or  complete  destruction  of  the  epithelium  and  the 
tubules.  Between  these  fibrous  repion.s,  little  altered  tubules  may  be 
present,  or  those  with  p;ranular  and  fatty  degeneration,  exfoliation,  and 
disintegration  of  the  epithelium.  A'arious  forms  of  casts  may  be  present 
in  the  tubules;  the  epithelium  may  be  flattened  with  enlargement  of  the 
I'tmen.  The  glomeruli  are  variously  altered;  thus  there  may  be  thicken- 
ing of  the  capillary  walls  and  of  Bowman's  capsule  (Fig.  4S1),  increase 
and  exfoliation  of  the  tuft  and  capsular  epithelium,  or  a  more  or  less 
complete  conversion  of  the  glomerulus  into  a  knob  of  dense  fibrous  tissue. 
Occasionally  there  is  partial  or  complete  atrophy  of  the  tuft  with  more 
or  lees  dilatation  of  the  capsule.  Thus  small  cysts  are  formed  lined 
with  flat  cells  and  containing  a  homogeneous  or  granular  fluid  and 
sometimes  small  masses  of  calcium  salts.' 

e  Beer,  Amer.  Jour.  Med.  Sci.,  vol.  cnvii.. 
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III  advanced  phases  of  the  lesion  the  kidney  may  be  very  small;  then 
a  large  part  of  the  tissue  is  involved;  and  while  the  atrophy  is  always 
more  marked  in  some  places  than  in  others,  it  is  often  difficult  to  find 
any  normal  structural  elements. 

Fibrous  thickening  of  the  walls  of  the  arteries  and  veins  of  the  kid- 
neys is  usual  in  this  type  of  chronic  diffuse  nephritis  (Fig.  482),  Amy- 
loid defeneration  of  the  vesse's  is  not  infrequent.  The  heart  is  often 
greatly  hypertrophied,  and  general  art^rio-sclerosis  is  common.' 

Variatioiis  in  Type  in  Chronic  Diffuse  Rephritis. — There  are  many  vari- 
ants in  the  two  types  of  chronic  diffuse  nephritis  which  we  have  briefly 
described.     It   is  possible  to  indicate  in  a  general  way  morphological 
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appearances  which  are  frequently  present  and  more  or  leas  character- 
istic of  each  of  the  variants  when  the  kidney  lesions  occur  in  connection 
with  either  gout  or  chronic  visceral  congestion  or  arterio-sclerosis  or 
syphilis.  But  these  variations  in  form  cannot  be  further  considered  here. 
The  diverse  appearances  which  the  kidneys  present  in  chronic  difTuae 
nephritis  are,  as  we  have  seen,  largely  due  to  variations  in  local  and  gen- 
eral tissue  vulnerability  or  to  the  rapidity  and  to  the  stage  of  develop- 
ment of  the  lesions  as  well  as  to  the  nature  of  the  excitants.  But  acute 
inflammatory  proce.sses  not  infrequently  supervene  in  kidneys  which  are 
the  seat  of  slowly  developed  chronic  processes;  so  that  lesions  typical  of 
both  acute  and  chronic  nephritis  are  not  infrequently  associated.   Finally 
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it  is  evident  that  the  grouping  of  the  kidneys  in  chronic  diffuse 
nephritis  in  accordance  with  the  structural  elements  of  the  organ 
most  conspicuously  involved  is  essentially  artificial,  since  this  in  many 
eases  is  simply  an  indication  of  the  period  of  the  disease  at  which  the 
patient  died. 

The  Excitants  of  Chronic  Diffuse  Nephritis. — The  conditions  under 
which  chronic  diffuse  nephritis  occurs  are  most  diverse.  Thus,  judging 
from  the  clinical   history,  it  may  be  a 

primary  process;  it  may  follow  infectious  ,-  /y-li'  •r^^ 

diseases  either  with  or  without  a  previ-  ,.;"/  "-  ^.^C^-  -^  ., 

ous  acute  nephritis;  it  is  not  infrequently  jj,'/  .  — ,  -  _,    O    ^\ 

associated  with  gout  and  syphilis,  with  -/;-■,  '^  "   ^  '^~     c.\ 

lead  poisoning,  with  excessive  use  of  al-  '.-''';  '  ,  ^  -"  -~  *  V'  S-V 
cohol,  with  arterio-selerosis,  with  general     '  '/  >  .  >    '  '  '  ^  ■         j   - 

chronic  congestion  of  the  viscera,  with  .  ^V  '  ,  >■'  '  -  -  .r  y .-  '  '  /  .  f' 
chronic  suppurative  and  tuberculous  '.  *  \  i  ».■■,"-''' '  .  ;' 
processes,  and  appears  in  many  cases  to  *  >  \'  ..,  __  .~  '  ,  ■"  ',/' 
develop  under  the  influence  of  dietetic  '-^  »  Y*-        1  ^    '  ^-  .'''■' 

excesses  and  protracted  g  astro-intestinal  ■'^'■^l" ": .-  "     -'-—:  f^ 

disorders.     The  nature  of  the  excitants  --.V..'-'y:-.  r?'  < 

under   these  various    conditions   is    most  Fio,  482.— Chronic  Oblitehatixo 

obscure.       Although  in  gout,  lead  poison-       Endahtehitis     in      an     Atrophied 
,      I     ,.  .  ,  ■  I       I   ,.    ..     .  Kidney     with     Chrokic     Diffvbe 

ing,  alcoholism,  etc.,  a  fairly  definite  m-     Nefhritib. 
citing  toxic  agency  may  l)e  assumed,  the 

exact  mode  of  action  of  such  extrinsic  or  intrinsic  poisons  is  almost 
wholly  unknown.  In  regard  to  other  excitants  of  chronic  diffuse  neph- 
ritis, the  prevalent  views  as  to  the  importance  of  disturbed  metabolism 
in  the  body  which  may  lead  to  the  excretion  of  abnormal  harmful  prod- 
ucts favor  the  conjecture  that  in  many  cases  at  least  both  the  degenera- 
tive and  the  productive  processes  may  be  the  marks  of  a  persistent 
auto-intoxication. 

The  relationship  Ijetween  arterio-selerosis  and  chronic  kidney  lesions 
is  not  clear.  Nor  is  it  certain,  assuming  the  initial  importance  of  ob- 
structive vascular  lesions,  whether  the  new  formation  of  fibrous  tissue 
should  ba  regarded  as  a  primary-  productive  inflammation  or  as  replace- 
ment hyperplasia  secondary  to  epithelial  degeneration  and  tubular  atro- 
phy. The  trend  of  opinion  to-day  is  rather  toward  the  belief  that  de- 
structive changes  in  the  epithelium  are  usually  primary,  while  the  new 
connective  tissue  formed  is  reparative. 

It  should  be  remembered  that  in  most  cases  the  lesions  of  chronic 
diffuse  nephritis  are  not  independent,  but  are  usually  associated  with 
those  of  other  viscera.  The  significance  of  this  association  varies  greatly. 
While  the  kidney  lesions  may  be  primary  they  are  very  often  secondary 
to  other  visceral  abnormalities,  or  the  whole  series  of  lesions  may  be  de- 
pendent upon  a  common  known  or  unknown  etiological  factor.' 

'For  fltiidim  bearinK  on  experimental  nephrite  tecCaataignt  anil  Rathery,  Spm.  mtd., 
September  Z3d,  1903;  also  TKortl.  Deut.  Areh.  f.  kiln.  Hed.,  ltd.  Ixxvii.,  p.  29,  190.3*  aim 
Coyne  and  Cavaiif,  Comptea  read.  aoc.  biol,,  I.  Ivi.,  1904,  p.  650. 
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TuBERCULOtra  Nephritis. 


Miliary  tubercles  may  be  present  in  the  kidney  in  general  acute  mili- 
ary tuberculosis  or  in  a  localized  tuberculous  inflammation  which  is  most 
marked  elsewhere.  Renal  tuberculosis  is,  however,  most  often  associated 
with  tuberculous  processes  in  other  parts  of  the  geni to- urinary  tract.  It 
is  not  infrequently  primary  in  the  kidney  and  then  is  often  unilateral.  If 
only  one  kidney  be  involved  the  other  may  become  the  seat  of  chronic 
diffuse  nephritis  with  waxy  degeneration  of  the  walls  of  the  arteries. 
Tuberculous  inflammation  may  occur  in  a  kidney  already  the  seat  of 
chronic  inflammatory  changes. 

The  process  is  apt  to  begin  in  the  murous  membrane  of  the  pelvis  and 
calyces,  and  extends  from  thence  first  to  the  pyramidal  and  afterward  to 
the  cortical  portion  of  the  kidney.'     In  the  mucous  membrane  of  the 
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pelvis  and  calyces  there  is  a  growth  of  new  cellular  tissue  studded  with 
tubercle  granula,  while  the  epithelial  cells  proliferate,  become  deformed, 
and  desquamate.  This  process  is  often  soon  followed  by  cheesy  degen- 
eration of  the  inflammatory  products.  Similar  changes  occur  in  the 
kidney  which  may  become  extensively  involved  and  largely  destroyed. 
The  portions  of  the  organ  which  do  not  share  directly  in  the  tuberculous 
process  often  develop  lesions  of  the  interstitial  type  of  chronic  diffuse 
nephritis  or  of  suppuration.  Thus  the  kidney  may  become  hollowed  out 
into  a  series  of  ragged  cavities  with  caseous  and  disintegrating  walls 
(Fig.  483).  Sometimes  the  process  comes  to  a  standstill,  and  then  the 
caseous  portions  may  be  inflltrated  with  salts  of  lime.* 

'  Knr  B  ntiiily  nf  ascending  urogenital  tuberrulofiifi  ape  Baaingarttn,  Arbeiteii  Pktli. 
Anal.  Inat.  Tdbingen.  Ikl.  v.,  p.  372,  1906;  sIho  Kappis,  ibid.,  p.  379. 

'  For  a  study  of  renal  tuberculosis  see  Walktr,  Jolins  Hopkins  Hasp.  Rep.,  voL  xiL  p. 
*5a,  1904. 
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Syphilitic  I.vflammatiox. 


Gummiita  of  the  kidney  are  of  occasional  occurrence.  A  close  rela- 
tionship between  syphilitic  arteritis  and  atrophied  forms  of  chronic  dif- 
fuse nephritis  seems  probable.' 

SUPFUIIATIVE   PTEI.ITIS   AND   PTELO-NEPHBXTI8. 

Suppurative  Pyelitis  is  often  associated  with  suppuration  of  the  kid- 
ney siil)stance,  more  frequently  with  a  similar  process  in  the  bladder  or 
ureters.  But  it  may  occur  by  itself.  It  is  incited  by  the  same  micro- 
orKEiiiisnis  as  are  concerned  in  the  induction  of  the  associated  lesions  in 
the  kidney  :ind  bludder:  in  the  latter  case,  il  is  most  often  tlic  Bacillus 
coUcommunis,  the  Streptococcus  pyogenes,  and  Staphylococcus  pyopcnea. 

The  mucous  membrane  of  the  pelvis  nuiy  be  congested,  thicker  and 
more  opaque  than  normal,  and  coated  with  piiw  or  with  patches  of  fibrin. 
The  presence  of  pelvic  calcidi  is  to  be  regaiiied  as  a  pi-edisposlng  rather 
than  as  a  direct  incitin^r  agent  in  suppurative  pyelitis. 

Suppurative  Ureteritis. — The  conditions  under  which  suppurative  in- 
flammation of  the  ureter  occurs  are  similar,  as  is  the  general  appearance 
of  its  mnious  membrane,  to  those  just  indicated  in  the  pelvis. 

Suppurative  Pyelo-Nephritis  witti  Cystitis. — In  this  association  of  le- 
sions of  the  bladder  and  kidneys,  which  is  usually  initiated  by  the  inflam- 


mation of  the  bladder,  the  affection  of  the  kidneys  is  commonly  bilateral. 
The  suppurative  areas  in  the  kidney  may  tie  in  the  form  of  small  ab- 
scesses scattered  through  the  kidneys,  or  in  the  form  of  elongated  whitish 
streaks  or  wedges  between  the  tubules  (see  Fig,  469).  The  purulent  foci 
are  often  surrounded  by  a  red  zone  of  congestion. 

'  For  bibliogniiihy  wt  Dflamarf.  (iui.  <1™  li"pitniix,  M»y  12th,  IMO. 
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The  kidney  tissue  in  the  vicinity  of  the  abscesses  may  be  necrotic,  the 
outlines  of  the  cells  being  preserved  but  their  nuclei  absent  or  not  re- 
vealed by  the  usual  staining  agents. 

The  infective  agent  may  traverse  the  ureters  in  passing  from  the 
inflamed  bladder  to  the  kidneys,  leaving  the  mucous  membrane  of  the 
ureter  intact. 

Chronic  Pyclo-Ncphritis. — Chronic  cystitis  or  calculi  in  the  pelvis  of 
the  kidneys  may  set  up  a  chronic  inflammation  which  involves  both  the 
pelvis  and  calyces  and  the  kidney  tissue.  The  mucous  membrane  of  the 
pelvis  and  calyces  is  thickened,  the  epithelial  layer  is  changed,  there  is  a 
growth  of  granulation  tissue  beneath  the  epithelium,  and  there  may  be 
little  polypoid  outgrowths.  The  surface  of  the  mucous  membrane  ia 
coated  with  pus  or  fibrin,  or  the  cavity  of  the  pelvis  and  calyces  is 
dilated  and  distended  with  purulent  serum  (Fig.  484). 

The  kidney  itself  is  the  seat  of  a  chronic  interstitial  inflammation 
with  the  production  of  new  connective  tissue,  and  sometimes  of  pus^ 
with  obliteration  of  the  renal  tubules. 

HYDBONEPHBOSIS. 

Dilatation  of  the  pelvis  and  calyces  of  the  kidneys  may  be  congenital 
and  may  be  associated  with  other  malformations.  The  pelves  and  caly- 
ces  of  both  kidneys,  and  the  ureters,  are  distended  with  urine;  the  blad- 
der may  be  also  distended  and  its  wall  hypertrophied.  The  urethra 
may  be  closed,  or  no  obstruction  can  be  demonstrated. 

In  adults  hydronephrosis  may  follow  mechanical  obstruction  of  the 
urethra  or  ureters  (Fig.  485),  from  inflammation,  tumors,  or  calculi. 
According  to  the  position  of  the  obstruction,  either  one  or  both  kidneys 
are  involved. 

The  pelvis  and  calyces  are  dilated,  sometimes  enormously,  and  filled 
with  urine  alone  or  urine  mixed  with  pus.  The  kidney  tissue  is  flat- 
tened and  thinned  over  the  distended  cavities.  Its  texture  may  remain 
unchanged,  or  there  may  be  developed  suppurative  pyelonephritis  or 
chronic  diffuse  nephritis. 

PSSINSPHBinO   8XJPPX7&ATIOK. 

The  loose  connective  tissue  about  the  kidney  may  become  the  seat  of 
suppurative  inflammation.  This  may  follow  mechanical  injury  or  may 
be  secondary  to  suppurative  or  other  inflammatory  processes,  such  as 
caries  of  the  spine,  empyema,  pelvic  cellulitis,  puerperal  parametritis, 
perityphlitis,  and  suppurative  nephritis.  It  may  be  associated  with 
acute  infectious  diseases  in  children.  The  suppuration  may  extend  back- 
ward through  the  muscles;  downward  into  the  iliac  fossa,  the  perineum, 
the  bladder,  the  scrotum,  or  the  vagina;  forward  into  the  peritoneal  cav- 
ity or  the  colon;  or  upv/ard  through  the  diaphragm. 

The  kidn'^y  itbelf  may  be  simply  compressed  by  the  abscess  or  be- 
come involved  iii  the  suppurative  process. 
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OTSTB    UH  THE    KTDNETB. 


Cysts  are  formed  in  the  kidneys  both  during  intra-uterine  and  extra- 
uterine life. 

Congenital  Cystic  Kidneys  are  often  striking  objects.  Either  one  or 
both  kidneys  may  be  greatly  enlarged  and  converted  into  a  mass  of 
cysts  (Fig.  486).  The  cysts  are  of  various  sizes  and  are  separated  from 
each  other  by  fibrous  septa  or  compressed  kidney  tissue.  They  may  con- 
tain a  clear  yellow,  acid  fluid  holding  in  solution  the  urinary  salts;  or 
the  fluid  is  turbid  and  brown,  and  contains  blood,  uric-acid  crystals,  and 


cholesterin.  The  cysts  are  often  lined  with  a  single  layer  of  flat,  poly- 
gonal cells.  Some  of  them  seem  to  be  formed  by  a  dilatation  of  the 
tubules  and  of  the  capsules  of  the  Malpighian  bodies.  As  causes  for  such 
dilatations  there  may  be  found  obliteration  of  the  tubes  in  the  papillse, 
and  stenosis  of  the  pelvis,  ureters,  bladder,  or  urethra.  Other  congenital 
malformations  are  often  associated  with  this. 

Cysts  of  the  Kidney  in  the  Adult  may  be  single  and  occur  in  otherwise 
normal  organs.     There  may  be  one  or  more  cysts  filled  with  clear  or  brown 
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serum  or  j!*'';" i'"""*  iiinieriiil  (FifT-  4N7i.     Tlusc  i  y.-^is  iln  iml  ;i[ii(e;tr  lo  iii- 
tcifoie  witli  llic  fmK'tioii  of  llic  kidneys. 

Ill  ihinnir  liiffiise  iiopliriliK,  esppiially  iii  the  iiiruphii'  form,  groups 
of  tnlii's  ni;iy  i>p  diliited.  Ap|iinriilly  oiii-  or  move  of  tlio  lurgei-  IhIm'S 
in  llic  ]iyr:iiiiiils  is  olistnu'lod.  iiml  tliis  raiiscs  dilaliilion  of  a  i-orifsponil- 
iilg  •ivoiip  of  liilx's.     ShuIi  a  dilatalion  may  Uv  iiiodt'valc  ill  sikp,  or  it 


Only  \ 

may  form  cytits  vixiblc  to  the  nuked  eye.  Ver>'  small  fysts  of  Howiiiiin'a 
capsule  may  f<irm  with  atrophy  of  liie  vascular  tuft  (see  p.  717), 

Orrasiomdly  holh  kidneys  are  veiy  much  enlarged  and  converted 
into  a  mass  of  cysls  rontaininc  clear  or  cohired  sernm  or  gelatinous  ma- 
terial. The  nature  of  these  lysts  is  nncertain:  tliey  may  he  congenital. 
They  are  sonietinicfi  axHOcialed  with  similar  cysts  in  the  liver.' 

Small  multiple  cysts  of  the  ureter,  lined  with  flattened  or  cuboidal 
epithelium,  are  of  occasiimnl  occurrence,  and  may  lie  associntetl  with  sim- 
ilar cysts  in  the  iM>lvis  of  the  kidney.  Such  cysts  in  the  ureter  may  l>e 
pedunculated.' 


,  Kilinhiirsli. 
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n  Mi^l.,  vol.  iii.,  p.  731. 1003. 
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KBNAIi   OAIAULI. 

In  the  kidneys  of  new-born  children,  from  the  first  to  the  fourteenth 
day  after  birth,  the  large  tubes  of  the  pyraniids  often  contain  small 
brownish,  rounded  bodies  composed  of  the  urates  of  ammonium  and  so- 
dium. Similar  masses  may  also  be  present  in  the  calyces  and  pelves. 
In  still-born  children  these  masses  are  usually  absent.  The  carbonate 
and  phosphate  of  lime  may  be  deposited  in  the  tulies  of  the  pyramids,  in 
the  form  of  white  linear  masses,  in  the  kidneys  of  old  persons  and  of 
those  who  have  suffered  from  destructive  diseiises  of  the  bones. 

Urate  of  soda  in  the  form  of  acicular  crystals  is  deposited  both  in  the 
tubes  and  stroma  of  the  kidneys  of  gouty  persons. 

Concretions  of  the  urinary  salts  are  often  formed  in  the  pelves  of  the 
kidneys.  They  may  remain  there  as  rounded  masses  (Fir.  488),  or  they 
may  attain  a  large  size  and  be  moulded  into  the  shape  of  the  pelvis  and 
calyces.  Smaller  calculi  may  pass  into  the  ureter  and  either  become 
impacted  there  or  pass  through  it  into  the  bladder.  The  most  common 
form  of  calculus  is  that  composed  of  uric  acid.  Rut  they  may  also  be 
formed  of  uric  acid  with  a  shell  of 
oxalate  of  lime,  or  of  oxalate  of 
lime  alone,  or  of  the  phosphates, 
or  of  oystin. 

The  most  serious  result  of  the 
presence  of  these  calculi  is  the  oc- 
clusion of  the  ureters  or  the  incite- 
ment of  pyelo -nephritis. 

TxnEOBa. 

Small  fibromata,  Upomata,'  my- 
omata,  and  angiomata  may  occur 
in  the  kidney  and  with  the  excep- 
tion of  the  fibromata  are  most 
common  in  the  cortical  portion. 
Papilloma  may  form  in  the  mucous 
membrane  of  the  pelvis.  Sarcoma, 
myxo -sarcoma,  and  endotlielioma, 
often  of  large  size,  may  develop  in 
the  kidney.  These  tumors  are  frequently  soft  and  vascular  and  are 
prone  to  hemorrhage.  Primary  sarcoma  of  the  kidney  is  common  in 
children.     Secondary  sarcoma  of  the  kidney  is  not  rare. 

There  are  mixed  tumors  of  the  kidney  often  occurring  in  childhood 
and  having  n  sartomatous  and  adenomatous  character;  or  they  may 
contain  mucous  or  elastic  or  muscle  tissue  with  structures  suggesting 
glomeruli.     These  tumors  are  of  doubtful  origin." 

'  Sw  for  BtudipH  of  lipoDiB  Ulrich,  Zipgler's  Britr.  i.  path.  Anat.,  Inbl.,  Bd.  zrlii.,  p.  603, 
1895;  aUo  Aimer.  Virchow'a  Arch..  Bd.  cxlv,,  p.  33i».  IRM. 

*See  for  b  atudv  of  thp  mixnl  Iiimora  of  tlip  Uidni-v  H-^rfn,  Zi<«ln'a  Bpitr.,  Bd.  xL, 
p.  I,  1900,  bibl. 
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Adenoma  is  of  frequent  occurrence  in  the  kidneys.  It  usually  origi- 
nates in  the  cortex  and  may  be  invisible  to  the  naked  eye  (Fig.  489),  or, 
in  the  form  of  a  well-defined,  circumscribed  nodule  (Figs.  490  and  491), 
it  may  invade  the  medulla  or  largely  replace  the  kidney.  The  adeno- 
mata are  usually  light  in  color 
save  when  very  vascular  with 
hEemorrhage,  and  they  may  be  sep- 
arated from  the  kidney  structure 
by  a  fibrous  capsule.  Such  tumors 
are  not  rare  in  children." 

There  are  two  principal  vari- 
eties of  these  tumors,  the  papillary 
and  the  alveolar,  which  are,  how- 
ever, closely  related. 

1.  PajyiUary  Adenoma. — There 
are  cavities  of  different  sizes,  from 
the  walls  of  which  spring  branch- 
ing tufts  covered  with  cylindrical 
or  Guboidal  epithelium  (Fig.  492). 
These  tufts  nearly  fill  the  cav- 
ities. 

2.  Alveolar  Adenoma. — There  is 
a  connective-tissue  framework  en- 
closing small  round,  oval,  or  tubu- 
lar alveoli,  lined  or  filled  with  cells 
(Fig.  493).  The  cells  are  usually 
large  and  may  !>e  cylindrical,  cu- 
boidal,  or  polyhedral,  and  may  be 
pigmented  in  a  manner  similar  to 
the  cells  of  the  adrenals. 

Fatty  degeneration  of  the  epi- 
thelium may  be  excessive,  and  gly- 
cogen may  form  in  the  cells  of  these 
tumors.  The  stroma  may  be  pres- 
ent in  considerable  quantity,  the 
blood-vessels  may  form  conspicuous 
features,  or  a  cystic  distention  of 
the  alveoli  may  occur.  Large  areas  may  become  necrotic.  They  may 
form  metastases. 

Many  of  these  tumors  appear  to  have  developed  from  adrenal  cells 
astray  in  the  kidneys,  and  are  then  called  hypemephroma  (Figs.  490  and 
494).  Metastases  of  hypernephroma  are  not  uncommon.  These  have 
been  found  in  the  liver,  lung,  intestines,  retroperitoneal  and  other 
lymph-nodes,  bone  and  muscle. 

The  relationship  between  true  adenoma  of  the  kidney,  adenomata 
which  appear  to  develop  from  strayed  adrenal  elements,  and  similar 
tumors  which  are  regardp<l  liy  some  ol>servers  as  endotheliomata  or  endo- 

=  See  KngrV.fi,,  Zii-cli-r'-  IWrr,,  11.1.  xxvi.,  p.  320.  IfiWI.  bib!. 
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thclini  sarcomata,  and  certiiin  forms  of  aiigio-sareoma,  is  not  yet  alto- 
gether clear.' 

Primary  carcinoma  of  the  kidney  is  rare,  adenoma  being  frequently 
mistaken  for  it.     Secondurj*  carcinoma  is  not  infrequent.' 

FABA8ITE8. 

Ecfainococcus,  in  its  ordinary'  form  of  mother  and  daughter  cysts,  is 
sometimes  found  in  the  kidney.  The  cysts  may  open  into  the  pelvis  of 
the  kidney,  into  the  pleura,  or  through  the  wall  of  the  abdomen. 

Cysticercus  cellulosR  is  of  very  rare  occurrence.  Filaria  BanguiiUB 
hominis  is  found  in  the  arteries,  veins,  lymphatics,  and  stroma,  and  may 
pass  into  the  urine.  Strongylus  gigas  has  been  found  several  times  in  the 
pelvis  of  the  kidney. 

The  TTrinary  Bladder. 

HaUormatioiu. 
Absence  of  the  Bladder  is  of  rare  occiiireDce.    The  bladder  may  be  very  bituII, 
the  urine  pasmng  almost  directly  into  the  urethra.    The  bladder  may  be  aeparated  into 
an  upper  and  a  lower  portion  by  a  circular  constriction.     It  may  be  completely  divided 


by  a  vertical  septum  into  two  lateral  portions.    Diverticula  of  the  wall  of  the  bUdder 
are  sometimes  found  in  new-bora  children.     Partial  or  complete  closure  of  the  neck  of 

'  For  a  Btudy  nf  hypomGphroma  of  Ihc  kidney  aee  Ktlly,  Fhita.  Hed.  Jour.,  1898,  voL 
ii..  pp.  223,  2S3,  bihi.;  noe  also  Buiiimary  by  Thitrnditf  and  Cunningham,  BoetOD  Hed.  and 
Surg.  ,Iour..  vol.  cxiix,,  p  Oil,  1903;  mlm  Keim.  P/ahler.  and  fUU,  Amer.  Med.,  vol.  vui„ 
p.  1030,  1904. 

'  Fur  B  cBivful  Hliiily  of  tiiinon  and  oilier  fcmwtlia  in  the  kidney  aee  Ktiynadc,  "lUnal 
Orowtlw."  1808,  hibl.:  aixo  rrt.  to  bibi.,  Sumt.  Vin-how'a  Arch.,  Bd.  rivii.,  pp.  846,  377, 
1808.  For  o  ■tatiiitiral  atuily  of  malignant  tuiiion>  of  tbe  kidney  in  rhildren  bm  OAima, 
Wiener  klin.  Wocli .  p.  03,  19(17. 
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the  urioe  may  be  dis- 


the  bladder  may  occur.    This  may  lead  to  hydronephro 
chained  through  the  open  urachus. 

ExaTRovERSioN  of  the  bladder  is  one  of  the  most  frequent  malformations,  and  may 
occur  in  either  sex.     It  presents  several  varieties: 

1.  The  umbilicus  is  lower  donii  than  usual,  the  pubic  bones  are  not  united  at  the 
symphysis,  the  pelvis  is  n-ider  and  shalluwer  than  it  should  be.  Between  the  umbilicus 
and  pubes  the  abdominal  wall  is  wanting.  In  its  place  is  a  projecting,  ovoid  mass  of 
mucous  membrane,  in  which  may  be  seen  the  openings  of  the  ureters.  The  penis  is 
usually  rudimentary;  the  urethra  is  an  open  fissure  (epispadias);  the  clitoris  may  be 
separated  into  two  halves.  The  ureters  usually  open  normally;  sometimes  their  open- 
ings are  displaced  or  are  multiple.     They  may  be  dilated. 

2.  Tliere  may  be  a.  fissure  Id  the  abdominal  wall,  lilted  up  by  the  perfectly  formed 
bladder. 

3.  The  umbilicus  may  be  wdl  formed,  and  there  is  a  portion  of  abdominal  wall 
between  it  and  the  exstrophied  bladder. 

4.  The  external  genitals  and  urethra  may  be  well  formed,  and  the  symphysis  pubis 
united,  while  only  the  bladder  is  fissured. 

5.  The  genitals,  urethra,  and  symphysis  may  be  well  formed,  the  bladder  closed 
except  at  the  upper  part  of  its  anterior  wall.  The  bladder  Is  entirely  or  in  part  inverted 
and  pushed  through  the  opening  in  the  abdominal  wall. 

The  Urachl's  normally  remains  as  a  very  small  canal,  5  to  7  cm.  long,  with  • 


small  opening  into  the  bladder,  or  entirely  closed 
ital  obstruction  to  the  flow  of  urine  through  the  ui 
and  the  urine  pass  through  it.  Or  the 
bladder  may  present,  even  in  the  adult, 
a  ilender  distention  reaching  close  to 
the  umbilicus  as  the  result  of  a  persis- 
tent urachus. 

Ohangei  in  Size  ajid  Fosition. 

Dilatation.— This  may  be  general 
or  partial,  leading  to  the  formation  of 
diverticula. 

General  dilatation  of  the  bladder 
is  produced  by  the  accumulation  of 
urirte  in  consequence  of  some  mechan- 
ical obstacle  to  ita  escape,  or  of  paral- 
ysis of  the  muscular  walls  of  the  organ. 
The  dilatation  is  usually  uniform  and 
may  be  very  great,  so  that  the  bladder 
may  reach  to  the  umbilicus.  If  the 
walls  of  the  bladder  are  paralyzed,  or 
the  obstruction  occurs  suddenly  or  is 
complete,  the  wall  of  the  bladder  is 
thinned.  When  an  incomplete  ob- 
atruction  exists  for  some  time  the  walls 
of  the  bladder  are  apt  to  hypertrophy, 
«o  that,  although  the  bladder  is  larger 
than  Qonnal,  the  walls  may  not  only 
be  of  the  usual  thickness,  but  even 
very  much  thicker.  In  the  ftetus  di- 
latation of  the  bladder  may  reach  such 
a  size  aa  to  interfere  with  delivery. 

The  retained  urine  in  dilat«d  biad- 
dm  is  liable  to  decomposition,  from 
the  presence  of  bacteria,  and  this  may  lead  b 
membrane. 

DiVKKTicniA  of  the  bladder  may  be  produced  by  the  pouching  o\ 


t  that  point.     If  there  is  a  congen- 
ihra.  the  urachus  may  remain  open 


o  inflammation  or  gangrene  of  the  n 


t  of  circumscribed 
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portions  of  the  wall  of  the  bladder,  the  wall  of  the  {x>ueh  containiug  all  the  layers  t>f 
the  bladder  wall.  More  fre<iuently  however,  they  are  pniduced  by  a  protniaion  of  the 
mucous  membrane  between  hyijertpophied  bundles  of  muscle  fibre.  Tliey  may  Ix^ 
very  small  (Kig.  495).  or  they  may  Ik*  a»  hkTf^  as  a  child's  head.  They  may  communi- 
cate with  the  bladder  by  a  larger  or  small  o|)ening.  The  decom(>osition  <»f  stagnant 
urine  in  diverticula  is  apt  to  induce  inflammation.  Calculi  may  l>e  fonneil  in  them  or 
may  slip  into  them  fnmi  the  bladder. 

HYPERTRorHY  of  the  nuiscular  coat  of  tlie  blmlder  is  usually  tlue  tt»  mechanical 
obstructions  to  the  outflow  of  urine,  such  as  stricture  of  the  un»thra,  enlargo<l  prostate, 
calculi,  new  growths,  etc.  The  muscular  coat  is  thickened  iniiformly  or  assumes  a 
trabeculated  appearance  (Fig.  496).  The  organ  retiiins  its  normal  capacity,  or  is  di- 
lated, or  lM»comes  smaller.  The  nuicous  membrane  is  fre<juently  the  seat  of  chnmic  or 
acute  inflammation.  Dilatation  of  the  un'ters  and  hydnmephrosis  fretpiently  accom- 
pany this  comhtion. 

Herni.«  of  the  bladder  sometimes  accompany  intestinal  heniia»  through  the  ingui- 
nal and  cniral  canals  and  the  foramen  ovale.  The  changes  in  |>osition  of  the  bladder, 
pnnluced  by  displacements  of  the  vagina  and  \iterus.  will  Ik*  mentiontnl  with  the  lesions 
of  those  organs. 

In  the  female  the  base  of  the  bladder  may  pn».s«  downwanl,  causing  protrusion  of 
the  vaginal  wall  {vaginal  cystoceie):  or  there  may  Ik»  inversion  ami  prola(>8e  of  bladder 
through  the  dilated  urethra. 

W0T7NDS— BX7PTT7BE  -PBBFORATIOK. 

Penetrating  wounds  of  the  bladder  may  iJerniit  escape  of  urine  into 
the  abdominal  cavity,  or  infiltration  into  the  surrounding  connective 
tissue  or  permanent  fistulas.  Such  wounds  are  always  serious  and  fre- 
quently fatal,  owing  chiefly  to  the  severe  and  often  gangrenous  inflam- 
mation which  decomposing  urine  sets  up  in  the  connective  tissue,  or  to 
the  peritonitis  induced  by  the  same  cause. 

Rupture  of  the  bladder  may  }ye  produced  by  severe  blows  and  falls 
when  the  bladder  contains  urine.  More  rarely  rupture  takes  place  from 
overdistention.  Death  may  occur  from  rupture  of  the  l)ladder  with 
escape  of  urine  into  the  peritoneal  cavity,  without  evidences  of  perito- 
nitis. 

Perforaiiofus  of  the  bladder  may  be  due  to  ulceration  and  gangrene, 
to  abscesses  from  without,  and  to  cancerous  ulceration  from  the  adjoin- 
ing organs.  Fractures  of  the  pelvic  bones  may  be  accompanied  by 
laceration  of  the  bladder.  Perforations  of  the  bladder  may  lead  to  the 
establishment  of  fistula*,  communicating;  with  the  rectum,  vagina,  uterus, 
or  opening  externally. 

DISTT7BBANCE8  OF  CIB0T7LATI0K. 

Hyperemia. — Aside  from  active  hypenemia  of  the  mucous  membrane 
in  acute  inflanmiation,  the  bladder  is  not  infreciuontly  the  seat  of  chronic 
congestion  from  o))8truction  to  the  venous  circulation.  Under  these 
conditions  there  may  be  chronic  catarrhal  inflammation,  or  a  marked 
dilatation  of  the  veins  (vesical  lucmorrhoids),  which  may  give  rise  to 
hiemorrhage  or  to  obstruction  of  the  oi)ening  of  the  ureters. 

Haemorrhage. —  Extensive  haemorrhages  into  the  bladder  are  com- 
monly due  to  injury  or  to  the  presence  of  calculi  or  tumors.     Small  ha?m- 
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orrhages  into  the  siibslaiice  of  the  mui-oiiM  membrane  may  afcompany 
hiftiimmation.  the  lixmorihagii-  diuthetiis.  Mciirvv,  piirpiiru,  smallpox. 
et«'.  If  the  hii'morrliagc  is  conskleralile  and  »c(.-urs  rapidly  in  an  empty 
bhulder,  a  clot  ip;  apt  lo  form:  hut  when  the  blood  mixes  with  urine  aa  it 
is  cxtravasaled  it  more  tommonlv  remains  liquid  ami  is  diseharged  lis  a 
mldish-brown  fluid. 

INFLAMMATION.    (Cjratitia.) 

Acute  Catarrhal  and  Exudative  Cystitis. — Tliis  may  be  incited  \ry  the 
presence  of  urine  which  ha^  decompowd  under  the  influence  of  bacteria: 
by  caiitluirides  or  other  drugs;  by  the  presence  of  foreign  bodies  and 
calculi:  or  it  nuiy  l)e  due  lo  an  extension  of  gonorrhiral  urethritiB  or 
vaginitis:  or  it  may  occur  with  acute  general  infectious  diseases.  The 
niucou-s  membrane  is  swollen  and  congested,  although  these  alterations 
may  not  be  very  evident  after  death.  There  may  tje  ecchyniosis:  the 
epithelium  is  granular  and  may  proliferate  and  peel  ofl.  I.*iicocytes 
may  infiltrate  the  subnuicosa  and  pass  out  between  the  epithelial  cells 


(Fig.  4!l7i.  Mixed  with  the  m-ine  there  may  be  .shreds  of  mucus,  pu.s  cells, 
epithelial  cells  of  various  shapes,  usually  more  or  le.ss  swollen  and  granu- 
lar, or  fragments  of  such  cells:  red  blood  cells,  bacteria,  and  various 
urinary  ciystals;  abscess  may  form  in  the  mucous  membrane:  or  there 
may  l>e  phlegmimous  inflammatitm  in  the  subnuicosa  and  museularis  of 
the  bladder  with  fornuttion  of  ubscetMes.  Thus  perforations  and  fistula- 
may  occur.  Resolution  may  take  place  after  acute  catarrhal  and  exu- 
dative cystitis,  but  it  very  fre(]uenlly  assumes  a  chronic  character. 

Chronic  Cystitis. — In  this  form  the  mucous  membrane  may  be  swollen, 
succulent,  grayish,  or  mottled  with  spots  of  congestion  or  extravasation, 
nnd  covereil  with  a  layer  of  mucus  and  pus.  Microscopically  the  mem- 
brane may  lie  more  or  less  infiltrated  with  pus  cells,  and  pus  may  be 
constantly  produced  and  thrown  off  into  the  urine.  Later  the  nmcous 
membrane  may  Ivecome  thickened  either  diffusely  or  in  the  form  of  tufts 
or  polypi.  In  some  cases  it  liecomes  atrophied.  Owing  to  decompo- 
sition of  the  haemoglobin  in  the  extravasated  blood  the  mucosa  may 
lieeome  pigmented,  brown,  or  slato-colore<l.     The  tnucous  membrane  fre- 
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quently  becomes  eroded,  especially  on  the  moat  elevated  portions,  or 
deep  ulcerations  may  occur.  The  muscular  coats  may  become  paralyzed 
and  the  bladder  dilated;  or  the  submucosa  or  the  muscularis,  or  both, 
may  become  hypertrophied.  The  mucous  membrane  may  become  en- 
crusted with  urinary  salts. 

In  another  class  of  cases  the  inflammation  assumes  a  necrotic  charac- 
ter. Larger  and  smaller  shreds  and  patches  of  the  mucosa  die,  become 
brown  or  gray  in  color,  loosen  or  peel  off,  and  become  mixed  with  the 
urine  and  exudations.  The  gangrenous  process  may  extend  to  all  the 
coat*  of  the  bladder,  so  that  perforation  and  fatal  peritonitis  may  occur. 
The  gangrenous  form  of  cystitis  is  more  apt  to  occur  in  paralytics. 

In  still  another  class  of  cases  the  inflammation  is  suppurative.  The 
Bubmucosa,  the  intermuscular  connective  tissue,  and  the  adjacent  parts 


Fio.  498.— Hypehplabia  or  the  Bladder  Epitheuvh. 

The  hyperplastic  epithelium  U  tnuspsrent  and,  dipping  iato  the  submucoM,  foniu 

glandlike  atmctum. 

become  infiltrated  with  pus,  either  diffusely  or  in  the  form  of  larger  and 
smaller  abscesses,  which  may  open  externally  or  internally,  forming  deep 
ulcers.  In  all  these  cases  the  inflammation  may  extend  to  the  ureters 
and  kidneys;  it  may  skip  the  ureters  and  involve  the  kidneys. 

The  small  nodules  of  lymphoid  tissue  in  the  mucous  membrane  of 
the  bladder,  especially  near  the  neck,  may  become  enlarged  and  promi- 
nent in  cystitis,  and  may  then  be  mistaken  for  miliarj'  tubercles  (nodular 
I'ystitis). 

Hyperplasia  of  the  epithelium  of  the  bladder  sometimes  occurs  in 
chronic  cystitis  and  under  other  condilions.  This  may  be  diffuse  or  cir- 
cumscribed and  the  epithelium  may  assume  an  epidermal  character.  Thus 
masses  of  transparent  epidermis-like  cells  may  lie  bet  ween  papillary  pro- 
jections of  the  submucosa,  forming  struotui-es  which  resemble  glands  (see 
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Fig.  498),  or  layers  of  flattened  epithelium  may  cover  or  peel  from  the 
surface  (see  Fig.  499),' 

A  few  cases  have  been  described  in  which  scattered  over  the  mucous 
membrane  of  the  bladder  are  small  thickened  areas,  from  two  to  fifteen 
millimetres  in  diameter,  usually  surrounded  by  a  hyperffimic  zone,  and 
frequently  ulcerated.  These  areas  of  chronic  inflammatory  thickening 
are  formed  by  hyperplasia  of  the  connective  tissue  with  small-cell  in- 
filtration and  by  peculiar  large  cells  which  appear  to  be  phagocytes 
containing  red  blood  cells,  fragments  of  other  cells,  bacteria,  etc.  The 
nature  of  this  lesion  is  not  yet  clear.  It  has  been  called  malakoplakie  and 
cystUia  en  plaque.^ 

Crotipous  CyetitiE. — In  connection  with  any  of  the  above  lesions  the 
mucous  membrane  of  the  bladder  may  be  covered,  in  patches  or  some- 
times over  a  considerable  portion  of  its  surface,  with  a  layer  of  fibrin, 
either  granular  or  fibrillar,  enclosing  pus  and  epithelial  cells  and  bac- 
teria.    The  mucosa  may  be  infiltrated  with  fibrin. 

This  form  of  inflammation  may  occur  in  connection  with  severe  in- 
fectious diseases — measles,  diphtheria,  scarlatina,  typhoid  fever:  in  con- 


Fio.  404. — Htperplasia  of  the  Bi.adder  Epithelium. 
The  epithelium  has  asaumed  the  squunous  t}'pe  and  is  eifoUatiDg. 

nection  with  .similar  inflammation  of  the  external  genitals,  in  puerperal 
fever,  noma,  and  sometimes  in  the  presence  of  foreign  bodies.  It  rarely 
occurs  independently. 

In  the  so-called  emphjrsematouB  cystitis,  due  to  the  presenceof  Bacillus 
Aerogenes  cupsulatus,  larger  and  smaller  gas  blebs  may  be  present  in  the 
i^ucosa  and  underlying  tissue.' 

'  The  most  common  raicro-organisms  which  act  as  excitants  of  atute 
catarrhal  and  exudative  cystitis  are  Bacillus  coli  communis,  Streptococ- 
<;us  pyogenes,  and  Staphylococcus  pyogenes,  the  gonococcus  and  typhoid 
bacillus,*  Bacillus  proteus,  and  Bacillus  aerogenes  capsulatus.  Many 
other  forms  are  of  occasional  occurrence.* 

'  For  a  Ktudy  of  regeneration  in  mucous  memhrane  of  the  blailder  sp«  Latin,  Virch. 
Arch.,  Bit.  clmviii.,  p.  65.  1904. 

'8ee  for  a  description  and  rlisciuaion  of  this  lewoD  Landtteiner  andSbxrl:,  Zi^ler's 
Beitr..  Bd.  xxxvi.,  p.  131,  1904. 

*Sw  for  bibliography  Kedrmrskxi.  Cpntrnlbl.  f.  Path..  Bd.  ix.,  p.  SIT.  1898. 

'  See  CuTtehmann.  MBnohener  nied.  Woclienschr.,  Oct.  16th,  1900.  bibl. 

*  For  a  aludv  at  bacteria  of  urinarv  paMBagca  see  FaUin,  Cbl.  f.  d.  Kr.  d.  Ham-  u.  Sex.- 
Oig.,  Bd.  xiii..  1002,  p.  130,  bibl. 
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Tuberculous  Cystitis. — There  m:iy  :it  fiitu  lie  mitiuiy  tubei-cles  formed 
ill  (he  sii)>iiiii('iis:),  Ity  the  (OHlesieiiie  iif  liiese  iiiul  the  def^erierutioti  of 
lij^Kiii-  iilxml  tliciii.  Hirers  are  fdriiied.  ami  it  is  must  fi-e((iieiitly  in  the 
iiheriitive  sl;i<;i'  that  the  lesiim  is  seen.  The  uhers,  which  may  I>e  lurpe 
or  small,  are  iisiiiilly  iimsl  alnuulaiit  at  t!ie  liase  of  the  orjEuii.  Their 
eilfies  may  lie  ihwsy.  ami  miliary  liiherdes  in  sjreater  )ir  smaller  tium- 
Ik'I's  are  u.-iiially  fiiini<l  in  the  miK-n.sa  alioiil  them.  Not  infrecjiiently 
lurj;e  shreils  of  tissue  are  lnuseiied  ami  eatil  ofT.  The  miieosa  alHtut  the 
illi-ers  is  apt  to  be  iiillltruteil  with  small  spiieniiilal  eells.  Tubercle  l>a- 
cilli  an'  jireseiit  in  many  of  the  tiiln'riles  ami  in  the  eilfies  and  base  of 
the  ulcers,  ami  may  lie  fmiiiil  in  the  urine.  Catarrhal  inflammation  is 
a  very  constant  accompaniment  of  this  lesion.  Tiiln-rcuhiua  cystitis  may 
oci'itr  in  eonnei'tion  uilli  tiiU-rculoiis  iiiHammation  of  the  lungs  and 
intestines,  or  of  the  kidney,  utenis.  prostate,  etc. 


Small  nodidar  fibromata  may  form  in  i  he  snbmuro.sii. 

Aside  from  the  polypnid  ihickeninKs  of  the  iiiucusa  oeturnng  in 
chronic  cystitis,  soft  vasinhir  papillomata  are  of  fre<|ueiit  oecurrence. 
These  tumors  vary  in  size  from  that  of  a  pea  to  that  of  a  pigeon's  egg  or 


larger.  They  ciinsisi  of  a  fibrous,  often  very  vascular  stmmn,  and  are 
covered  on  the  aiirfaco  with  numerous  small,  closely  set,  villous  projec- 
tions, over  which  are  irregular  layers  of  elongated  or  cylindrical  cells 
(V'lfL.  5l)()i.  These  tumoi-s  are  verj'  liflble  to  bleed,  are  often  aecompanied 
by  vesical  catarrh,  and  may  be  oovered  by  a  precipitate  of  urinarj-  salts. 
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The  epitlipliuni  is  Huliic  to  peel  off  finm  the  siirfiicf  of  the  villi  anil  iiji- 
pPiir  in  the  uniio.     Sarcoma  of  the  lihiildcr  hiiK  l>et;it  desciilxtd.  Imi  is 

Carcinoma.— Ciin-imnti;!  of  tlic  hhiiiiict'  is  most  fi-oqiiontjy  se<'oiiil- 
ary.  :inil  is  tlicn  rarply  iliic  to  metastasis.  Init  to  an  oxteiiHiou  of  tlio 
Ki-owth  fnim  iirifrhliorinc  patts.  as  the  uterus,  vagina,  or  ri'etnni. 

Primary  I'arcirioniii  of  tlio  lilailiier  may  <n-(iir: 

1.  As  a  ilifTiisc  i<ciirhi>u.y  iniillralion  of  (he  ciilirc  wall  nf  the  liladiier, 
usually  wilh  uleeration,s  of  its  inner  surface. 

2.  As  a  circumscribed  nodule  (Fig.  501)  whicli  growa  inward  and  out- 


1-ia.  501. — Carcikoua 


ward,  uleeratinp  on  its  inner  surface,  and  sometimes  producing  perfora- 
tions. 

.'1.  .\sa  villous  or  jiapilliinialnus  groiiih.  The  tumiirtirows  from  one  or 
more  points  of  ttie  inner  sui-faee  of  the  Madder.  It  is  forme<l  of  tidni- 
Inr  follieles  liiie<l  with  epithelJnm  (Fig.  .502),  while  on  its  snifaee  ai-o 
tufis  <iivere»l  with  ryliiidrieal  epithelium.  The  new  gi-owtli  may  involve 
the  entire  thickness  of  the  wall  of  the  hladder. 

4.  \  few  cases  of  cureinoma  have  heen  described  in  which  the  stroma 
contained  a  var>'ing  quantity  of  smooth  muscle  tissue.^ 

Cysts. — Dermoid  cystn  of  the  wall  of  the  bladder  have  l)een  described, 
but  are  rare.*     Snmll  cysts  with  serous  contents  sometimes  occur  in  the 


'SwlTtldiT,  y\ni.  Jo 
'  Kiir  irtudy  of  rorcii 
cxxU.,  p.  rM.  11Xk>. 
'  S>«  cMe  by  Blnrl.-  ■ 
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mucoua  membrane;   a  part  of  them,  at  leaat,  are  believed  to  be  due  to 
faulty  embryonal  development. 


— Papiluary  Cabcikoma  o 


pabajbiteb,  fokbigk  bodhs,  anb  oAixmu. 

Among  the  nnimal  punisites  occaaionally  found  in  the  bladder  roay 
be  mentioned  Echinococcus,  Distoma  hamatobium,  Filaria  sanguinis, 
Ascarides,  :md  Oxyuiides. 

A  prcut  variety  of  foreign  bodies  may  be  found  in  the  bladder,  par- 
ticularly in  the  female.  If  their  stay  is  long  they  are  apt  to  become 
encrusted  with  urinary  salts. 

Calculi. 

Vesical  calculi  may  occur  sinftly  or  in  great  numbere,  and  vary  greatlj  in  die, 
ranging  from  small,  saDii-likc  particles  up  to  masses  four  or  five  inches  in  diameter;  but 
the  URiifll  ranf!C  is  fnim  the  size  of  a  pea  to  that  of  a  hen's  egg.  They  are  usually  oval 
ephcroiilal.  or  cloiignldl-  or,  when  several  are  present.  Ihey  are  apt  to  be  faceted.  The 
surface  may  l>c  smooth  or  rough.  Tliey  are  usimlly  more  or  less  diatioctly  Uunellated, 
anil  are  freiiucnlly  fnrmeci  around  a  central  body  called  a  nucleus,  which  may  either  be 
formed  of  urinary  waits  or  some  foreign  body.  Their  most  common  conatituenta  are 
photphattt,  uric  aciil  and  iiraUn,  and  coUium  oxalalr.  or  various  combinations  of  theae. 

Uric-Acid  Cau'vu.—  Thesn  arc  t!ie  most  common  of  vesical  calculi.  In  the  form 
of  email  brownish-re<I,  crystalline  aggregations  ihey  may  be  passed  aa  "gravaL"     The 
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lai^er  uric-acid  calculi  are  not  commonly  of  very  great  size,  are  rrequently  finely  nodu- 
lat«d  OD  the  surface,  but  may  be  Bmooth.  The  color  varies  from  light  yellow  to  dark 
reddi«h-brown;  they  are  usually  dense  aod  lainellat«d. 

Calculi  Formed  of  Urates. — Calculi  composed  of  pure  urates  are  rare,  these 
salta  being  more  commonly  combined  with  uric  acid  and  the  phosphates  to  form  the 
complex  calculi.  Sodium  urate,  in  the  form  of  small  spined,  more  or  less  globular 
crystalline  masses,  forms  one  of  the  varieties  of  "gravel." 

Phobfhatic  Calculi, — Pure  calcium-pltotpkale  calculi  are  rarely  found  as  whitish, 
usually  smooth,  and  small  lamellated  concretions. 

Mixed  or  Trifle  Phosphatr  calcuh  are  common,  and  frequently  attain  large 
BiEe.  These  calculi  are  sometimes  pure,  but  the  deposit  is  mora  frequently  associated 
with  other  salts,  either  as  encrusting  or  intercalated  lamells.  Triple-phosphate  calculi 
are  usually  rough  on  the  surface,  of  grayish-white  color,  lamellated,  and  frequently 
very  triable  (Fig.  503). 

Calciuu-Carbonatb  Calculi, — Small  gray  or  white,  hard,  and  usually  smooth 
calculi  of  pure  calcium  carbonate  occur  rarely.  Calcium  carbonate  is  sometimes  pasaed 
as  gravel  in  Che  form  of  minute  spheroidal  bodies,  either  singly  or  in  clusters. 

Calciuh-Oxaiate  calcuh  (mulberry  calculi)  are  comparatively  common,  mth«r 
pure  or  in  combination  with  uric  acid  or  the  phosphates.    Calcium  oxalate  may  occur 


t'lo.  503. — Vesical  Calculus. 
Showing  lameUatioiia  iodicaUiig  successive  depositions  of  different  texture  and  composition. 

in  the  form  of  very  small,  hard,  smooth  concretions,  or  as  larger,  heavy,  bard,  finely  or 
coarsely  nodulated  brown  or  blackish  lamellated  masses.  The  nucleus  or  some  of  the 
lamellie,  or  both,  are  oflen  com|)osed  of  uric  acid. 

Cystin  Calcitli  are  usually  ovoidal  in  shape,  of  waxy  consistence,  of  clear  or 
brownish  or  greenish-yellow  color,  uith  mammillatcd  surface  and  crystalline  fracture. 
Cystin  may  be  associated  in  a  variety  of  ways  with  other  calculi. 

Xanthik  Calculi,  which  are  very  rare,  are  usually  of  moderate  siie,  smooth,  of  a 
cinnamon  or  cinnabar-red  color,  lamclialcd,  and  oval  or  flattened  in  shape. 

Solid  masses  of  fibrin  and  btood  sometimes  occur  in  the  bladder,  and  may  exist  as 
independent  structures,  or  form  nuclei  for  the  deposit  of  urinary  salts. 

For  a  detailed  account  of  calculi,  the  conditions  imder  which  they  form,  modes  of 
analjrBiB,  etc.,  we  refer  to  special  works  on  this  subject. 
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valves  at  the  neck  of  tlie  bladder;  by  wounds;  by  polypi  and  swollen  glands;  by  new 
growtlis;  by  eiianges  in  the  prustate  and  perineum;  by  calculi,  mucus,  blood,  and 
echinococci  coming  from  the  bladder;   by  foreign  bmlies  intro<luced  from  without. 

Pkolapse  and  inversion  of  the  mucous  membrane  occur  occasionally  in  young 
girls  and  women.  There  is  a  bluish-red  sweUing,  from  the  size  of  a  pea  to  that  of  a 
walnut,  at  the  meatus.  In  the  male,  invagination  of  tiie  mucous  membrane  of  the  ure- 
thra has  been  seen  after  injuries  of  the  perineum. 

WOUNDS— BUPTTJBE— PERFORATION. 

Wounds  of  the  urethra  are  produced  in  many  ways,  but  most  com- 
monly bv  catheters  and  bougies.  The  wounds  mav  cicatrize,  or  there 
may  be  infiltration  of  urine  or  the  formation  of  fistula*  or  false  passages. 

Ruptures  of  the  urethra  are  produced  l>y  severe  contusions  and  by 
fracture  of  the  pelvic  bones.  Kxtravasations  of  blood  and  urine,  and 
gangrenous  inflammation  of  the  surrounding  soft  parts,  are  the  ordinary 
results. 

Ulceration  and  perforation  of  the  urethra  may  lead  to  the  formation 
of  fistulae,  which  open  in  various  directions  through  the  skin. 

nrJTiAMlffATIOy.     (Urethritis.) 

Catarrhal  Urethritis  may  he  due  to  the  action  of  chemical  irritants,  and 
to  the  extension  to  the  urethra  of  inflammation  from  other  parts;  but  its 
most  frequent  excitant  is  the  gonococcus.  In  its  acute  form  it  involves 
either  a  portion  or  the  whole  of  the  urethra.  The  mucous  membrane 
is  red,  swollen,  and  covered  with  muco-pus.  The  epithelium  may  be 
loosened  or  exfoliated;  pus  cells  are  present  in  the  submucosa  between 
the  epithelial  cells.  The  gonococcus  is  present  usually  in  considerable 
numbers  in  the  exudate,  both  free  and  in  the  pus  cells.  It  may  pene- 
trate between  the  epithelial  cells. 

Resolution  may  follow  acute  gonorrhcral  urethritis.  But  the  condi- 
tion may  become  chronic  and  then  is  often  confined  to  the  posterior  por- 
tions of  the  urethra.  Here  the  gonococcus  may  persist  for  a  long  time 
and  may  be  mingled  with  the  exudate,  which  is  now  le.ss  purulent  and 
consists  veiy  largely  of  nuicus  which  in  thread-like  forms  may  be  paj5sed 
with  the  urine. 

Chronic  Inflammation  of  the  urethra  may  exist  for  a  long  time  with 
the  production  of  a  nuico-purulent  exudation,  but  without  the  occur- 
rence of  marked  structural  lesions.  In  other  cases  it  leads  to  ulceration. 
to  fibrous  induration  of  the  wall  of  the  canal  (see  Fig.  504),  to  indura- 
tion and  swelling  of  the  mucous  follicles,  to  polypoid  thickenings  of  the 
mucous  membrane. 

The  inflammation  may  extend  to  the  fibrous  wall  of  the  urethra,  the 
corpora  spongiosa  and  cavernosa.  This  may  result  in  the  formation  of 
new  connective  tissue  or  of  abscesses,  especially  near  the  fossa  navicu- 
laris.  There  may  be  involvement  of  the  bladder,  the  glands  of  Cowper, 
the  prostate,  the  spermatic  cord,  and  the  testicles.  The  inguinal  glands 
also  may  be  swollen  and  inflamed,  and  the  lymphatic  vessels  on  the 
dorsum  of  the  penis  may  be  involve<l  in  the  same  process. 
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Croupous  Inflammation  is  sometimes  seen  in  children.  Fibrinous  casts 
of  a  small  or  large  portion  of  the  canal  may  be  formed. 

Tuberculous  Inflammation  occurs  rarely  in  the  mucous  membrane  of 
the  urethra  in  connection  with  tuberculous  inflammation  of  the  bladder, 
prostate,  or  testicles. 

Syphilitic  Ulcers  may  be  situated  at  the  meatus  or  as  far  back  as  the 
fossa  navicularis.     They  are  apt  to  produce  strictures. 

TX7MOB8. 

Aside  from  the  polypoid  outgrowths  from  the  mucous  membrane  of 
the  urethra  as  the  result  of  chronic  inflammation,  fibrous  polyps  may  oc- 
cur congenitally,  or  polyps  containing  glandular  structures  or  cysts 
rarely  occur.  Carcinoma  may  occur  as  a  result  of  local  extension  from 
adjacent  organs  or  metastasis  from  the  bladder. 

Cysts  may  occur  in  the  membrane  as  a  result  of  the  dilatation 
of  the  mucous  glands.  Circumscribed  masses  of  dilated  veins  occasion- 
ally occur  in  the  urethra,  forming  the  so-called  urethral  haemorrhoids. 

The  sinus  pocularis  may  be  dilated  in  children  by  the  retention  of  its 
secretion,  so  as  to  form  a  mass  which  may  obstruct  the  exit  of  urine 
and  lead  to  hypertrophy  of  the  bladder  and  dilatation  of  the  ureters. 


CHAPTER  X. 

THE  REPRODUCTIVE  ORGANS  OF  THE  FEMALE. 

The  Vulva. 

Malformations. 

The  external  genitals  may  be  entirely  absent  or  imperfectly  developed.  The 
fissure  between  the  labia  may  be  unformed,  or  the  labia  may  grow  together,  with  or 
without  obstruction  of  the  urethra.  The  clitoris  and  nymphse  may  be  abnormally 
large,  or  the  nymphse  may  be  increased  in  number.  The  clitoris  may  be  abnormally 
long;  at  the  same  time  the  vagina  is  narrow,  the  uterus  small  and  undeveloped  or 
malformed;  the  ovaries  are  small,  sometimes  situated  in  the  labia;  the  mamms  small, 
and  the  body  is  of  a  masculine  character.  Such  cases  are  sometimes  called  pseudo- 
hermaphrodites. The  clitoris  may  be  perforated  by  the  urethra  or  may  be  cleft  and 
apparently  double. 

The  hymen  is  subject  to  various  anomahes.  It  may  be  entirely  absent.  The  open- 
ing may  be  very  large  or  in  unusual  places;  there  may  be  several  openings;  the  free 
edge  may  be  beset  with  papillary  projections;  there  may  be  no  opening  at  all. 

HAMOBBHAGE,    HYPEREMIA,    ETC. 

Hemorrhage  may  take  place  from  wounds  or  ulcers  of  the  vulva,  but 
the  most  important  form  of  haemorrhage  is  that  which  occurs  in  the  con- 
nective tissue  of  the  labia  majora.  This  may  occur  during  labor  or  re- 
sult from  external  injury.  One  of  the  labia  may  be  much  swollen  and 
distended  by  the  extravasated  blood.  The  blood  may  be  gradually  ab- 
sorbed, or  it  may  decompose  with  suppuration  or  gangrene  of  the  sur- 
rounding tissue. 

Varicose  Veins  in  the  labia  are  not  infrequent.  (Edema  of  the  labia 
majora  may  occur  in  pregnancy  or  in  labor.  It  frequently  accompanies 
disturbances  of  the  venous  circulation,  as  in  certain  heart  and  lung  dis- 
eases; or  it  may  occur  in  chronic  diffuse  nephritis  or  other  wasting  dis- 
eases; or  as  a  result  of  thrombosis  or  other  disturbances  of  circulation  in 
the  uterine  or  perivaginal  venous  plexuses.  The  latter  may  be  excessive, 
leading  to  the  transudation  of  fluid  through  the  skin,  to  the  formation  of 
vesicles,  or  superficial  erosion,  or  even  of  gangrene. 

INFLAMMATION.    (VulvitU.) 

The  skin,  mucous  membrane,  connective  tissue,  and  glands  of  the 
vulva  may  be  the  seat  of  inflammation. 

Acute  Catarrhal  Inflammation  of  the  raucous  membrane  may  be  in- 
duced  by  a  variety  of  substances,  but  is  most  frequently  due  to  gonor- 
rhceal  infection.     The  mucous  membrane  is  swollen  and  red  and  covered 
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with  a  inuco-purulent  exudate.  The  lahia  may  be  swollen,  the  glands 
of  Bartholin  are  liable  to  be  involved,  and  abscesses  of  the  labia  mav  be 
developed. 

Chronic  Catarrhal  Inflammation  may  lead  to  superficial  or  deep  ulcera- 
tion of  the  mucous  membrane,  or  to  papillary  out«j:ro\vths,  or  to  thicken- 
ing of  the  labia.  Suppurative  inflammation  of  the  tissue  of  the  labia 
may  occur  with  a  similar  process  in  neighboring  parts.  Erysipelatous 
Inflammation  of  the  skin  of  the  vulva  is  frequent  in  young  children.  In 
adults  it  is  less  common.  Inflammation  of  the  vulvo-vaginal  glands 
may  be  acute  and  lead  to  abscesses,  or  chronic  and  produce  induration 
of  the  gland. 

Gangrene  may  follow  erysipelatous  inflammation,  or  occur  after  par- 
turition; it  may  accompany  severe  exhausting  and  infectious  diseases. 
It  may  follow  bruises  or  other  injuries.  In  some  forms,  such  as  those 
known  as  twma  and  hospitcU  gangrene,  the  destruction  of  tissue  proceetls 
with  extreme  rapidity.* 

Croupous  Inflammation  may  oci*ur,  with  or  without  diphtheria  and  a 
similar  lesion  of  the  fauces  or  elsewhere,  and  is  frequently  a.«^sociated 
with  gangrene. 

Tuberculous  Inflammation,  usuallv  with  idceration.  occasionallv  ov- 
curs  in  the  vulva. 

Syphilitic  Inflammation  and  ulceration  are  of  frequent  oocurrem^e  on 
the  vulva,  particularly  on  the  mucous  surfaces,  and  may  lead  to  consid- 
erable destruction  of  tissue  and  cicatricial  contractions. 

In  one  form,  the  so-called  mucous  patch,  there  is  an  infiltration  of  the 
papillary  layers  of  the  skin  or  mucous  membrane  with  variously  shaped 
cells  and  fluid,  so  that  the  tissue  has  a  gelatinous  appearance.  In  other 
cases  there  is  a  hypertrophy  of  the  papilla*,  so  that  larger  and  smaller 
wart -like  excrescences  are  formed.     This  is  called  the  poiMed  condyloma, 

TUMORS. 

Fibroma. — Circumscribed  fibrous  tumors  are  found  in  the  connective 
tissue  of  the  labia,  mons  veneris,  perineum,  clitoris,  and  entrance  to  the 
vagina.  They  may  attain  a  large  size,  and,  attached  only  by  a  pedicle, 
may  hang  far  down  between  the  legs.  The  skin  is  usually  movable  over 
the  surface  of  these  tumors. 

Fibroma  diffusum  (elephantiasis). — This  usually  involves  the  clitoris 
or  the  labia,  or  both,  and  may  extend  to  surrounding  parts  of  the  skin. 
It  consists  essentially  of  a  diffuse  hypertrophy  of  the  skin  and  subcuta- 
neous tissue,  with  or  without  involvement  of  the  papilla*  and  epidermis. 
The  surface  may  be  smooth  or  rough.  When  the  papilla*  and  epidermis 
are  much  involved,  larger  and  smaller  cauliflower-like  excrescences  may 
cover  the  hvpertrophied  parts,  and  the  surface  be  very  rough  and  scaly. 

Papillomata. — These  growths  consist  of  hypertrophied  papilla*  covered 
with  thick  layers  of  epithelium.     They  vary  in  size  from  that  of  a  pea  to 

*  For  a  study  of  noma  with  bibl.  wm*  Blumrr  and  MacFarione,  Am.  .lour.  M«l.  Sri.,  \ti\. 
cxxii.,  1901.  p.  .527. 
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that  of  an  apple,  and  have  a  cauHflower  appearance.  Lipomata,  fibro- 
myoxnatay  and  fibro-sarcomata  are  of  occasional  occurrence  in  the  vulva. 
A  few  cases  of  melano-sarcoma  are  recorded.  Chondroma  of  the  clitoris 
has  been  described.  Carcinoma  of  the  vulva  may  be  primary,  usually  in 
the  form  of  epithelioma  of  the  clitoris  or  labia,  or  it  may  be  secondary  to 
cancer  of  the  uterus,  vagina,  etc. 

Cysts  are  found  in  the  connective  tissue  of  the  labia  majora  and 
minora.  They  are  from  the  size  of  a  pea  to  that  of  a  child's  head. 
They  may  contain  serum,  colloid  material,  purulent  or  bloody  fluid,  or 
they  may  have  the  characters  of  dermoid  cysts  or  atheroma  cysts.  Their 
origin  is  in  many  cases  obscure.  In  some  cases  they  are  doubtless  due 
to  dilatation  of  lymph-vessels.  Cysts  may  be  formed  by  a  stoppage  and 
filling  with  fluid  of  the  canal  of  Xiu*k,  or  by  a  dilatation  of  the  ducts  or 
acini  of  the  vulvo-vaginal  glands.* 

The  Vagina. 

Malformations. 

The  vagina  may  be  entirely  absent,  and  the  internal  organs  of  generation  also  ab- 
sent or  imperfectly  developed.  Either  the  upper  or  the  lower  portion  of  the  canal  may 
be  absent  while  the  remaining  portion  is  present. 

The  vagina  may  be  closed  by  an  imperforate  hymen  or  by  fibrous  septa  at  any  part 
of  its  canal.     The  eanal  may  be  abnormally  small  without  being  occluded. 

Tlie  vagina  may  be  double,  in  connection  vrith  a  double  uterus;  or,  while  the  uterus 
is  normal,  the  vagina  may  be  incompletely  divided  by  a  longitudinal  septum. 

Changs  in  Size  and  Position. 

Dilatation  of  the  vagina  is  proiluced  by  tumors,  by  the  prolapsed  uterus,  and  by 
the  accumulation  of  blood  and  mucus  behind  constrictions  or  obliterations  of  the  canal. 

Lengthening  of  the  vagina  is  pn)duced  by  any  cause  which  draws  the  uterus  up- 
ward. Narrowing  occurs  as  a  senile  change,  is  produced  by  the  pressure  of  tumors  or 
may  follow  ulceration  of  the  wall  of  the  canal  through  cicatricial  contraction. 

Prolapse  of  the  vagina  occurs  independently,  usually  as  a  result  of  thickening 
or  laxity  of  its  walls,  or  in  connection  with  prolapse  of  the  uterus.  It  may  occur  soon 
after  parturition.  A  larger  or  smaller  portion  of  the  canal  is  inverted  and  projects 
through  the  vulva.  Tlie  entire  circumference  of  the  canal  may  be  inverted  and  pro- 
lapsed, or  only  the  anterior  or  posterior  wall.  The  prolapse,  at  first  small,  may  after- 
ward gradually  increase  in  size  and  drag  down  the  uterus  with  it.  In  other  cases  pro- 
lapse of  the  uterus  is  primary,  and  the  vagina  is  invert e<l  by  the  descent  of  that  organ: 
or  the  body  of  the  uterus  may  retain  its  normal  position,  while  an  hypertrophy  and 
lengthening  of  the  cerA-ix  alone  drags  down  the  vagina. 

Hernia  Vesicq- Vaginalis — ('YSTfK'KLK — may  l>e  either  the  cause  or  eflfect  of  a 
prolapse  of  the  vagina  and  uterus.  If  tlie  cystocele  be  the  primary  lesion,  it  l>egin8  as 
a  small  projection  of  the  wall  of  the  bladder  into  the  anterior  part  of  the  vagina.  As 
the  urine  accumulates  in  this  sac  it  incn»ases  in  size,  projects  through  the  vulva,  draws 
down  the  vagina  and  the  anterior  lip  of  the  cervix,  and  finally  the  entire  uterus.  If 
the  cy»toccle  be  the  secondary  lesion,  it  is  produced  by  the  dragging  down  of  the  i)os- 
terior  wall  of  the  bladder  by  the  inverted  vagina. 

Hernia  Intestino- Vagina  lis. — A  jwrtion  of  the  intestines  may  l^ecome  fixed  in 
Dou^as'  cul-de-sac  between  the  rectum  and  the  uterus.  This  portion  of  intestine  grad- 
ually becomes  larger,  pushes  forward  the  j)osterior  wall  of  the  vagina,  inverts  and  fiUs 

'For  a  study  of  cyMs  of  Haiiholin's  glaixls  swCuUrn,  .Jour.  Am.  Mod.  A.ssii..  vol.  xliv., 
p.  204,  1909w 
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up  that  canal,  and  finally  projects  through  the  \nilva.  It  may  drag  with  it  the  pos- 
terior wall  of  the  vagina  and  the  uterus. 

Rectocele  Vaginalis. — A  sac  is  formed  by  the  projection  of  the  anterior  wall  of 
the  rectum  and  the  posterior  wall  of  the  vagina.  This  lesion  is  of  rare  occurrence  and 
does  not  reach  a  large  size. 

When  the  vagina  is  prolapsed  there  is  usually  inflammation  of  the  lining  membrane 
or  a  thickening  of  the  epidermis. 

WOUNDS— PERFORATIONS. 

Wounds  of  the  vagina  are  made  by  penetrating  instruments,  by  for- 
ceps and  other  obstetrical  weapons,  by  the  foetus  during  delivery,  or  may 
result  from  coitus.  Such  wounds  may  heal,  or  give  rise  to  large  haemor- 
rhages, or  suppurate,  and  lead  to  abscesses  in  the  surrounding  tissue,  or 
leave  fistulous  openings  into  the  vagina  or  they  may  by  cicatricial  con- 
traction in  healing  lead  to  constriction  or  obliteration,  of  its  canal. 

Vesico-vaginal  Fistuls  are  usually  produced  by  injuries  from  instru- 
ments or  from  the  fcetus  during  delivery;  less  frequently  by  ulceration 
of  the  vagina,  bladder,  or  adjacent  connective  tissue,  or  by  abscess  in 
the  surrounding  parts.  The  fistulae  form  an  opening  between  either  the 
bladder  or  the  urethra  and  the  vagina.  They  allow  the  urine  to  pass 
into  the  vagina.     Spontaneous  cure  does  not  take  place. 

Recto-vaginal  Fistuls  are  formed  in  the  same  way  as  the  last-men- 
tioned. They  allow  the  passage  of  gas  or  faeces  into  the  vagina.  They 
sometimes  heal  spontaneously. 

INFLAMMATION.    (Vaginitis.) 

Catarrhal  Inflammation  of  the  vaginal  mucous  membrane  may  be  acute 
or  chronic.  It  is  most  frequently  induced  by  the  gonococcus,  but  may  be 
due  to  local  irritation  or  accompany  active  infectious  processes.  It  not 
infrequently  occurs  in  the  new-born.  In  the  acute  form  the  mucous 
membrane  is  swollen  and  frequently  covered  with  a  muco-purulent  or  a 
purulent  exudation.  In  the  chronic  form  the  mucous  membrane  may  be 
swollen,  covered  with  a  purulent  exudation;  there  may  be  an  exfoliation 
of  epithelium,  shallow  or  deep  erosions,  or  ulcers. 

Sometimes  large  shreds  or  membranes  are  cast  off  from  the  vagina 
which  consist  wholly  of  exfoliated,  flat  epithelium.*  In  other  cases  the 
mucous  membrane  is  thickened,  dense,  and  sometimes  pigmented,  or 
it  may  be  roughened,  covered  with  papillae,  or  it  may  be  relaxed  and 
prolapsed. 

Croupous  Inflammation  may  occur  after  parturition,  in  dysentery,  in 
typhus  and  typhoid  fevers,  diphtheria,  scarlatina,  measles,  and  other 
infectious  diseases.  The  mucous  membrane  is  swollen  and  covered  with 
a  grayish  layer  of  fibrin  and  pus.  The  mucosa  and  submucosa  may  be 
infiltrated  with  fibrin  and  pus.  The  infiltrated  portions  of  the  mucosa 
and  submucosa  may  die  and  become  gangrenous,  and  thus  deep  and  ex- 
tensive ulcers  be  formed. 

*  Consult  McFarland.  Proc.  Phila.  Path.  Soc.,  N.  S.,  vol.  ii.,  p.  116,  1S99. 


THE  REPRODUCTIVE  ORGANS  OF  THE  FEMALE         747 

Supptirative  Inflammation  of  the  fibromuscular  coat  of  the  vagina  may 
occur  after  injuries  or  in  pregnant  and  puerperal  women.  Abscesses 
may  be  formed  which  penetrate  into  the  labia  or  into  the  pelvic  connec- 
tive tissue.  In  other  cases  the  intense  phlegmonous  inflammation  may 
lead  to  the  death  and  casting-ofT  of  portions  of  the  vaginal  wall,  or  even 
of  the  entire  wall. 

Gangrene  of  the  vagina  may  occur  as  a  result  of  croupous  or  intense 
suppurative  or  syphilitic  inflammation,  or  from  unknown  causes.  In 
the  form  of  noma  it  may  be  very  extensive  and  rapidly  destructive. 

Tuberculous  and  Syphilitic  Inflammation,  usually  leading  to  more  or 
less  extensive  ulceration,  may  occur  in  any  part  of  the  vagina.  Tuber- 
culous inflammation  is  usually  secondary  to  tuberculosis  of  other  parts. 
Syphilitic  ulcers  may  heal,  sometimes  leaving  marked  cicatrices,  and 
sometimes  not. 

TX7M0BS. 

Fibroma,  fibro-myomaysarcomay  myoma  laevicellulareyareof  occasional 
occurrence  in  the  vagina.  Myoma  striocellulare  is  of  rare  occurrence.  A 
teratoma  has  been  described  and  a  few  cases  of  endothelioma.^ 

Papillomata  are  of  frequent  occurrence  as  a  result  of  chronic  inflam- 
mation. Carcinoma  of  the  vagina  is  usually  secondary  to  cancer  of  the 
uterus.  It  may  be  primary  as  a  circumscribed  nodular  tumor,  or  more 
frequently  it  occurs  in  a  papillary  and  ulcerating  form  and  often  spreads 
to  neighboring  parts. 

Cysts. — These  are  not  very  common  and  may  be  small  or  as  large  as 
a  hen's  egg.  They  may  be  lined  with  flattened  epithelium,  and  contain 
serous  or  viscid,  dark-colored  or  transparent  fluid.' 

PARASITES. 

Among  the  animal  parasites  Ozyuris  and  Trichomonas  vaginalis  are  of 
occasional  occurrence.  Among  the  vegetable  forms  Oidium  albicans  and 
Leptothriz  are  occasionally  seen,  while  various  forms  of  bacteria  are  com- 
mon. Staphylococcus  and  Streptococcus  pyogenes  have  been  found 
many  times  in  the  normal  vagina.  While  these  and  other  bacteria  may 
be  harmless  in  the  normal  vagina,  should  conditions  favoring  their  growth 
or  an  increase  in  their  virulence  occur,  as  after  delivery  for  example, 
serious  infectious  processes  may  follow.  The  r61e  of  the  gonococcus  as  an 
excitant  of  catarrhal  inflammation  is  well  established. 

The  Uterus. 

Con^nital  Malformations. 

The  uterus,  tubes,  and  vagina  may  be  entirely  absent,  ^ith  or  i^ithout  absence  of 
the  external  genitals.  Or  the  uterus  alone,  or  the  upper  part  of  the  vagina  also,  may 
be  absent. 

'  See  Ratehkes,  Cbl.  f.  Path..  Bd.  xiv..  1903.  p.  657. 

'Consult  SiokeSf  Johns  Ilopkiim  Hosp.  Rep.,  vol.  vii.,  p.  109,  1899,  bibl. ;  also  Culhn, 
.lohns  Hopkins  Hosp.  Bull.,  vol.  xvi.,  p.  207.  1905. 
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The  utcniH  may  In-  unly  niilinicntury  wliili'  iIk'  vugiiia  is  noriiiul.  It  ihon  ap|><'urs 
!iK  u  Hutt«n<!(l  siJiil  body  with  solitl  cormia.  Ur  tlierc  an-  twii  ci>m»ia  jutneil  at  llifir 
loner  rxirpniitica  «>  as  to  fonti  a  iiiiiull  dooblr  ulcnis  ( Kif[.  5<lo).  Or  tliv  utenii'  is 
rcprewntfMJ  by  a  Niiiall  sac,  nliich  may  or  may  not  (iminiiin irate  witli  the  (':igiiiu,  Or 
there  in  s  very  Hnrall  iiteniK.  with  thin  nuisciilur  wbNb  anil  (no  large  Forniin, 

Only  one  of  ihe  eomua  whieh  should  form  the  uteniM  may  be  deve1o|ied  whitr  ihe 
other  IN  arrested  iti  ilx  ^rronth.  The  uterus  is  then  a  long,  eyiiiulriral  budy.  lemiiriat- 
ing  alx>ve  in  one  tiilie.  <lii  the  sido  where  tlie  horn  Hhoiild  have  Ixi-n  (levelo)>ed  there  i^s 
no  tiilMi,  or  only  a  rtiiliment.     lioth  ovaries  are  usually  present. 

The  two  eomiiB  may  be  fully  developed,  hut  their  lower  ends  remain  separiiteil 
and  form  a  double  uterus.     An  entire  separation  intii  (no  dinlinct  uteri  and  vaginie  is 


Fui.  503.— iTKi 


rare.  More  frequently  the  uterus  consists  of  one  liuily.  dividcil  by  a  septum  into  two 
eiivilies.  There  are  then  two  cervical  tHirtioiis  of  the  uterus  projecting  inio  a  single 
vapna,  or  each  into  a  separate  vagina.  Or  there  is  i)nly  a  single  cervix.  The  aeptiim 
in  (he  uterus  may  be  complete  or  only  [)artial. 

The  uterus  may  be  abnormal  in  si»e  or  be  varlciusly  flexed;  Ihe  cervix  may  be 
solid  or  may  be  closed  by  the  vaginal  mucous  nieuibraiie.  Or  the  cervix  may  have  an 
abniirmal  form  with  a  small  opening  or  canal 


Changea  i: 

In  the  new-born  infant  the  ulcnis  is  si 
rlionalely  large.     During  childhood  the  o 


Sise. 


lall.  Ihe  iHxIy  flattened,  the  ecnix  dispro- 
can  inereaaes  in  size,  bitt  the  body  reraatns 
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smaM  in  [iroportioii  to  the  ii'n-i^.     At  puberty  llif  slisijic  cliuiip'B  iind  tlie  boily  bc- 

Al  every  nioiiHt million  lh<:  iitoruN  is  somewhat  Hwollon  and  coiiftcfititl.  After  preg- 
nancy it  dixa  nut  return  to  its  virfdn  siio.  Init  remains  Kiiineu'liat  liirtn^r.  In  ulil  uge  it 
graitually  beeomca  Kii'alleri  its  walls  atv  harder  and  more  tibrotis. 

AnNuitUAL  Smallnehh  of  tlie  iilcnis  is  sonietimi«  found  aa  an  arrent  of  develop' 
inenl.  It  may  resiill,  however,  from  chronic  endoiiielrilis.  from  tvpfated  pre^niuneicH, 
from  okl  nge,  or  from  chronic  exbaiixtins  (liseasoH.  Its  e.ivity  niny  be  smailer  than 
normal,  or  distended  with  mucus.  Lnnci-  inyoiti«t.i  sunielimeii  induce  atrophy  of  the 
iiteriuc  wall.  Atrophy  of  the  vaginal  ]K)rli(iii  uf  tlic  uleriis  is  suinetiiues  observed  uft<T 
repeated  pregnancies.  Narrowing  and  oliliteratiim  iif  (lie  i-uvily  of  the  uterus  and  of 
the  cervix  arc  lutiidly  produced  by  cliruiiie  inflammation. 

ENLARiiEMENT  iir  Til):  I'tf-hI'm  may  be  diu-  to  t(H>  curly  <levelopmeut.  It  is  ac- 
cmnpnnicd  by  abnoniiully  early  devehpnicnt  nf  all  tlic  sexual  organs  and  functions. 
Tlie  iilcrus  may  be  enlarged  in  eouiH'ction  with  heart  di.wasp.  prolapse  and  abnormal 
ftcxioiis  and  versions,  chronic  inHani  mat  ions.  n.-|>eated  pregnancies,  niyoniata,  and  ac- 
cumulations of  blood  or  mucus  in  the  uterine  cavity.  Fnlarje^ment  of  the  vaginal  por- 
tion alone  may  occur.  One  or  Iwth  lips  of  the  ci'r\'iv  may  be  iinifortrdy  increased 
in  size,  or  they  may  be  lobiilalcd. 

Dilatation  of  the  uterus  is  pnuluced  by  accumulations  of  blooii,  nmcus.  or  pus  in 
consequence  of  norrowing  or  obliteration  of  llic  <-ervi\  or  vagina.     Tlie  uterine  walla 


itin<  of  the  body  and  n 


may  retain  their  normal  thickness,  be  tliicke 

tiou  of  the  stenosis  is  the  os 

cluiroeter.  forming  a  thin,  sit 

Tlic  dilate<l  uterus  may  l>c  of 

closed  the  ccn'ical  cavity  may  lie  also  ililaled  and  tlic 

I  Fig.  506):    or  the  dilatat; 

complete,  the  retained  fluid 

iMimuUlioii.     If  the  nlmtrut 

a  large.  f(ask-s}ia|HHl  body. 


IN  {[u'liX—hiiilromrli 


n  may  be  limited  t 
escape  'Jito  the 


'lie  most  frequent  poei- 
after  a  time  change  in 
y  l>e  mixed  with  blom). 


Iiave  an  hour-glasH  sliu)ie 
he  cen'iK.  If  the  obstruction  is  not 
agiiia  and  be  followed  by  a  fresh  uc- 
I.  tlie  ulenis  and  vagina  may  form 
iri'iiiloii  iH-lwcen  cervix  and  vagina 
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Accumulation  of  meiutrual  blood  in  the  cavity  of  the  uterus — hamaiom^ra — is 
usually  due  to  <Mn^nitBl  stenosis  of  the  cervix  or  vagina,  and  may  be  very  great.  If 
the  Suid  is  not  evacuated  by  surgical  interference  there  may  be  either  rupture  or  ulcer- 
ative perforation  of  the  uterus.  The  blood  may  ewape  into  the  abdonunal  cavity,  or 
be  shut  in  by  adhesionB,  or  perforate  into  (he  bladder  or  intestines.  Sometimes  the 
blood  passes  into  the  Fallopian  tubes,  dilates  thera,  and  escapes  through  their  ab- 
donunal ends. 

01ift&g*s  in  Position. 

The  body  of  the  uterus  may  become  fi.\cd  in  an  abnormal  position,  while  the  situa- 
tion of  the  cervix  is  unrhanged. 

Flexion, — The  body  may  be  bent  forward — anleflexion;  backward — rtirofltxion 
(Fig.  507);  or  sideways— jafenif  flexion.  The  flexion  may  be  slight,  or  so  great  that 
the  neck  and  body  form  an  acute  angle,     .\ntefloxion  is  the  most  common  variety. 


Small  cysts  may  be  seen  in  the  mucous  membruie  of  Ihe  body. 


and  that  in  which  the  flexion  is  greatest.  Pfritonenl  ailhesions,  flaccidity  of  the  uterine 
walls,  particularly  after  delivery,  atrophy  of  the  walls,  ovarian  and  other  tumors,  etc., 
are  the  usual  causes  of  tlcMon. 

Vebsiun  of  the  uterus  consists  in  an  abnornial  inclination  of  the  long  axis  of  the 
organ  to  that  of  the  vagina.     The  uterus  may  be  inclined  backward,  forward,  or  to 
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RetroveT*U>n  is  the  most  common.  The  fundus  uteri  is  directed  backward  and 
downward,  the  cervix  forward  and  upward.  This  condition  is  found  in  various  de- 
grees; in  the  highest  the  fundus  Ues  in  Dou^as'  cul-de-eac  with  the  cervix  upward,  ao 
that  the  axis  of  the  uterus  is  parallel  to  that  of  the  vagina,  but  in  a  direction  nearl]r 
oppotdte  to  the  nonnal.  Abnomial  looseneaa  of  the  uterine  ligaments,  abnormalljr 
Ui^  capacity  of  the  pelvis,  enlai^e- 
ment  or  tumors  of  the  uterus,  and 
pregnancy  during  the  first  four 
months,  are  some  of  the  more  com- 
mon   conditions    under    which   this 

AnttversUm. — Inclination  of  the 
fundus  forward  and  downward,  and 
of  the  cervix  backward  and  upward, 
is  not  common  and  seldom  reaches 
a  high  degree.  It  occurs  under  the 
same  genera)  external  conditions  as 
anteBeidon. 

Laterovenion  is  not  very  com- 
mon as  a  simple  lesion,  but  is  not 
infrequently  combined  with  other  dis- 
placements. It  may  be  produced  by 
congenital  shortening  of  one  of  the 
broad  ligaments,  by  adhesions,  or  by 
the  pressure  of  tumors. 

The  greater  degrees  of  vermon 
may  produce  very  grave  lesions.  The 
urethra  and  rectum  may  be  com- 
pressed. Cystitis,  perforation  of  the 
bladder,  dilatation  of  the  ureters  and 
bydronephroais,  and  fatal  obstruction 
of  the  bowels  may  follow.  If  preg- 
nancy exist  abortion  may  take  place, 
or  the  inverted  uterus  may  be  forced 
through  the  peritoneum  and  posterior 
wall  of  the  vagina  and  project  through 
the  vulva.  In  the  non-pregnant 
uterus  pressure  on  the  veins  and  con- 
sequent chronic  inflammation  of  the 
organ  may  follow. 

Prolapsus  Uteri  consists  of  a 
descent  of  the  uterus  into  the  vagina. 
The   uterus    may    be   only   aUghtly 

lowered  or  it  msy  project  at  the  vulva  (fig.  508).  In  complete  prolapse  we  find  a  tumor 
projecting  through  the  vulva,  partly  covered  by  the  distended  vagina,  and  presenting 
the  opening  of  the  os  externum  near  its  centre.  The  bladder  and  rectum  may  be 
drawn  down  with  the  vagina  or  may  remain  in  place.  The  exposed  ocn-ix  and  vagina 
usually  bacome  inflamed  and  sometimes  ulcerated,  or  the  mucous  membrane  may 
become  tluckened.     The  lesion  is  frequently  complicated  by  hypertrophy  of  the  cervix. 

Gradual  prolapse,  which  is  most  frp<(uent,  may  be  due  to  an  increased  weight  of  the 
uterus,  as  in  pregnancy,  inflammatory  enlargement,  the  presence  of  tumors,  etc.;  or  to 
some  abnormal  condition  of  the  uterine  supports.  It  is  frpi|Uently  due  to  a  vaginal 
cystocele  or  rectocete.     Sudden  relapse  is  most  apt  to  occur  in  an  enlarged  \ 


Fio.  SOS.^Prolapse  of  the  Uterus. 
e  cervix  projects  from  the  vulra  and  there  ai 
small  ulcerations  about  the  os  cittemuin. 


T  one  unduly  heavy  by  i 
subinvolution  after  parturition 

Elevation  of  the  uterus  i 
it  upward,  as  adhesions,  tumo 
the  vaginal  portion  of  the  ccn-i 

Invkhbion  of  the  uterus  coi 


of  tt 


a  connected  with  il 


It  i( 


produced  by  iiipclianicnl  causes  crowding  or  dragging 
s,  etc.     The  vagina  ia  drawn  up  and  lengthened,  and 

may  lie  obliterated. 
sists  of  an  invagination  of  the  fundus.     The  fundus  may 
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l)€  invaginated  in  the  b<Mly,  the  fundus  and  body  in  the  cenax,  6r  the  entire  oi^n  in 
the  vagina.  It  usually  occurs  when  the  uterine  walls  are  relaxed,  and  may  be  due  to 
traction  on  the  placenta  during  parturition.  It  may  take  place  spontaneously  after 
parturition.  It  may  1m»  pnxiuccii  by  intra-uterine  tumors.  The  mucous  membrane  of 
the  invert eil  organ  is  friMjuently  inflamed,  particularly  when  the  inversion  is  complete. 
The  epithelium  may  b<»come  sipiamous  and  lamellated  in  type. 

11  KHM.K  of  the  uterus  are  rare.  Ventral  hern  ice  may  occur  during  the  latter  montlis 
of  pregnancy,  the  jjeritoneum,  aponeunxws,  and  skin  being  forced  outward  to  form  a 
sac  in  which  the  uterus  lies.  Crurai  hrrniar  are  produced  by  the  drawing  do\^ii  of  the 
uterus  and  ovaries  into  the  sac  of  an  intestinal  hernia.  Inguinal  tiernia  may  be  pro- 
duced in  the  same  way  or  l>e  congenital.  Ischiaiic  hernia  has  been  seen.  Pr^nancy 
may  occur  in  the  uterus  while  it  is  within  a  crural  or  inguinal  hernia. 

BUPTUBE    AND    PEKFOBATION. 

Rupture  of  the  uniinpregnated  uterus  is  rare.  It  may,  however, 
occur  when  the  uterine  cavity  is  distended  with  blood  or  serum,  or  in 
connection  with  \iiv^e  niyomata  of  the  uterine  walls. 

In  the  gravid  uterus  ruptures  have  been  seen  in  nearly  every  month 
of  pregnancy,  but  most  frequently  toward  the  end.  The  rupture  may  be 
due  to  a  thinning  of  tiie  uterine  wall  by  tumors  or  by  violent  contusions, 
or  as  the  result  of  cicatricial  contraction  of  the  os. 

It  most  fretjuently  takes  place  in  parturition.  Malpositions  of  the 
foetus,  narrowing  of  the  pelvis,  protracted  lal)or,  thinning  of  the  uterine 
wall  from  tumors,  forcible  use  of  the  forceps  and  other  instruments,  are 
the  ordinary  causes.  The  rupture  may  l>e  in  the  body  of  the  uterus  or 
the  cervix,  or  l)oth;  it  may  l^e  large  or  small;  it  may  extend  completely 
or  only  partly  through  the  uterine  wall.  The  consequences  of  partial 
rupture  are  hipmorrhage,  gangrenous  inflammation  of  the  edges  of  the 
rupture,  peritonitis,  and  usually  death.  In  rare  cases  the  rupture  cica- 
trizes and  the  patient  recovers.  Complete  rupture  usually  leads  to  death 
in  a  short  time.  The  fa»tus  may  escape  partly  or  completely  into  the 
abdominal  cavity.  If  the  patient  survive  the  immediate  shock,  fatal 
peritonitis  usually  soon  ensues.  In  rare  cases  the  foetus  is  shut  in  by 
adhesions  and  the  patient  survives. 

Perforatioiis  of  the  uterus  may  be  produced  by  carcinoma,  by  ab- 
scesses in  its  neighborhood,  and  by  ovarian  cysts. 

HYPBR/iSin A  — UTBBIKB    AND    PBHI-UTBRINB    BLSKO&BHAOB. 

Hypersemia. — Aside  from  the  active  menstrual  hyperaemia,  the  uterus 
may  be  hyperaemic  in  acute  and  chronic  inflammation,  as  a  result  of  dis- 
placement of  the  organ,  and  in  certain  forms  of  heart  disease.  The  organ 
is  usually  enlarged,  the  mucous  membrane  swollen,  and  the  veins  are  more 
or  less  evidently  dilated.     Oedema  may  be  associated  with  hyperaemia. 

Haemorrhage. — KfTusion  of  blood  into  the  cavity  of  the  uterus  occurs 
normally  at  the  menstrual  periods.  For  the  abnormalities  to  which  this 
function  is  su])ject  we  refer  to  works  on  gyneecolog}'.  Effusions  of  blood 
at  other  than  the  menstrual  periods  may  l>e  associated  with  mechanical 
hypenrmia,    haemorrhoids,   acute    bypenemia,  intrauterine  polypi  and 
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other  tumors,  acute  and  chronic  inflammation,  typhus  fever,  scurvy,  etc., 
ulcerating  carcinoma,  abortions,  and  miscarriage. 

A  peculiar  form  of  haemorrhage  results  in  the  so-called  polypoid  hcema- 
toma,  or  fibrinous  polyp.  It  occurs  after  parturition  and  after  abortions. 
The  portion  of  the  uterine  wall  where  the  placenta  was  attached,  with  or 
without  a  portion  of  retained  placenta,  forms  the  point  of  attachment  of 
the  pedicle  of  the  thrombus.  A  bloody  mass  is  firmly  attached  by  a 
pedicle  to  the  uterine  wall;  the  uterus  enlarges  with  its  formation,  the 
cervix  is  dilated,  and  the  thrombus  may  project  into  and  fill  the  vagina. 
The  formation  of  such  a  thrombus  is  accompanied  by  repeated  haemor- 
rhages. 

Haemorrhage  in  the  substance  of  the  uterus  occurs  in  arterio-sclerosis. 
The  mucous  membrane  and  uterine  wall  or  the  cervix  are  infiltrated  with 
blood,  and  there  may  be  blood  in  the  uterine  cavity. 

Peri-uterine  or  Retro-uterine  Hsematocele  consi.sts  in  an  accumulation 
of  blood  around  the  uterus  or  in  Douglas'  cul-de-sac.  The  hsemorrhagic 
mass  may  become  encapsulated  with  fibrous  tissue,  or  may  soften  or 
suppurate  and  perforate  into  rectum  or  vagina,  or  may  be  absorbed. 
A  form  of  extraperitoneal  haematocele  is  described  in  which  the  blood 
lies  between  the  folds  of  the  broad  ligament.  The  extravasation  may 
proceed  from  haemorrhage  of  any  of  the  abdominal  viscera  or  rupture  of 
aneurisms;  from  vascular  new-formed  false  membranes;  from  rupture  of 
the  varicose  veins  of  the  broad  ligaments;  from  rupture  of  haemorrhagic 
cysts  of  the  ovaries;  from  rupture  of  the  Fallopian  tubes  in  tubal  preg- 
nancy or  in  haematometra;  or  from  general  causes,  such  as  scurvy, 
purpura,  etc.  In  some  cases  the  extravasation  begins  at  a  menstrual 
period,  and  increases  at  the  succeeding  periods. 

Ante-uterine  Hsematocele  is  of  occasional  occurrence,  either  in  connec- 
tion with  the  retro-uterine  form  or  when  the  posterior  cul-de-sac  is  ob- 
literated. 

ATROPHY,    DEGENEBATION,    ETC. 

Atrophy  of  the  uterus  occurs  as  a  physiological  process  in  old  age. 
It  may  be  associated  with  severe  general  or  infectious  diseases  or  follow 
removal  of  the  ovaries.  It  may  follow  pregnancy  apparently  as  an  ex- 
cessive involution  process. 

Fatty  Degeneration. — This  may  occur  in  connection  with  inflammatory 
changes,  in  acute  infectious  diseases,  and  in  phosphorus  poisoning. 

Amyloid  Degeneration  in  the  uterus  is  of  rare  occurrence.  It  may 
affect  the  muscle  fibres  or  the  walls  of  the  blood-vessels. 

Phagedenic  or  Corroding  Ulcer. — This  rare  and  little  understood  form 
of  ulceration  usually  occurs  in  old  age.  It  begins  in  the  cervix  and 
gradually  extends  until  it  may  destroy  the  greater  part  of  the  uterus  or 
even  invade  the  bladder  and  rectum.  The  ulcer  is  of  irregular  form ; 
its  base  is  rough  and  blackish,  its  walls  are  indurated.  It  should 
not  be  confounded  with  carcinomatous  ulcer,   which   it   considerably 

resembles. 
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INFI.AJEHATZON.    (H«tritU  and  EndometritU.) 

I.  Inflammation  uf  thk   L'NiMPHKdNATKD  I'tkhus. 

Acute  Catarrhal  Endometritis. — In  this  diseuse,  which  in  its  lighter 
grades  may  leave  l>ut  httie  alteration  after  death,  the  nuicous  membrane 
is  swollen,  hypera'mic,  nnii  sometimes  the  seat  of  punctate  haemorrhages. 
The  epithelium  may  l>e  degenerated  and  nuiy  desquamate,  and  tlie  mucosa 
contain  an  iiiidue  quantity  of  small  spheroidal  cells.  The  surfare  is  more 
or  less  thickly  covered  with  muco-piirulent  exudate.  In  severe  cases 
shreds  of  mucous  membrane  may  l>e  exfoliated.  The  lesion  is  usually 
most  marked  in  the  mucous  niembriine  of  the  body,  but  may  involve  the 
cervix  at  the  same  time,  or  the  cervix  alone.  The  body  of  the  uterus 
may  be  swollen  and  hyperainif. 

In  EitdometriliK (//n/iVifua  (membranous  dysmcnorrha'a)  tlici-e  may  [le 
an  expulsion,  with  mure  or  less  blood,  of  membranous  masses  consistinj: 
of  fibrin  mingled  with  bloo<l  and  pus  colls,  or  consisting  of  exfoliated 
superficial  layers  of  epithelium.  This  exfoliated  epithelium  is  frequently 
much  flattened  so  as  eonsidenibly  to  resemble  the  vaginal  epithelium. 
When  the  shreds  are  large  the  openings  of  the  uterine  glands  nuiy  lie  seen 
as  perforations.' 

Apute  catarrhal  inflammation  of  the  uterus  may  l>e  due  to  injury,  ex- 
posure during  menstruation    gimorrhical  infection    local  infection  with 
oti  er  I    cteria'  or  it  may  ac- 
compan\    the   general    acute 
mfectiouH  haeaaes 

Chrome  Endometritis.  — 
This  may  l>e  a  continuation 
of  an  acute  inflammation  <;r 
begin  as  a  chronic  process. 
In  some  of  the  lesser  degrees 
of  inflammation  but  slight 
changes  are  foui  d  after  death. 
The  mucous  membrane,  on 
the  other  hand  mnj  be  swol- 
len h)  periemic  and  covered 
with  muco-purulent  exuda- 
tion In  other  cases  there  is 
more  or  less  well-marked 
thickening  of  the  mucous 
membrane,  which  may  pre- 
sent a  smooth  or  a  rough 
papillary  surface  or  polypoid  outgrowths. 

The  thickened  mucous  membrane  may  show  on  microscopical  exami- 
nation considerable  hyperplasia  of  the  uterine  glands.     These  may  be 

'  See  DeWill.  Am,  Jour,  of  Obfltelrics,  vol.  jtlLi,.  1900,  bibl. 

'Kcr  an  norounl  wiili  hibl.  of  llie  bacterin  of  the  va^a  see  WiBiamt,  Am.  Jour,  of 
ObxtclHrx,  vol.  jtxxviii.,  No,  4.  1898;  for  bactcnB  of  non-prefcnant  utenia  aee  iHOer,  Johns 
Hopkins  Dfisp.  Hull..  vi>l.  X..  p.  20,  ISRO,  bibl.^  also  ret.  to  Wadmnorth,  p.  7S». 
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fturly  normal  and  regular  in  type;  or  the  epithelial  cells  may  be  much  in- 
creased and  irresularly  massed  within  the  tubules  (Fig.  509) ;  the  hyper- 
plastic glands  are  often  contorted,  forming  irregular  spirals  (Fig.  511)). 
The  interglandular  stroma  of  the  mucosa  may  be  little  changed  or  much 
thickened;  it  may  l>e  dense  or  very  loose  in  texture  and  formed  largely 
of  small  fusiform  and  spheroidal  cells.  It  is  often  extremely  viisciilar 
and  may  be  the  seat  of  interstitial  hemorrhage  If  there  I>e  considerable 
growth  of  neH  gl  ind  stiiuture  the  condition  n  <  died  tjlo}i(itiltir  fn/per- 
plasia"  of  thenlU(OU^  membrane  ItioofK  ri  difluuit  m  the  microscopical 
examinations  of  small  portions  remo\ed  fioni  the  uterme  mueouS  mem- 
brane by  curettmg  to  deade  ivhethei  the  legion  be  a  simple  glandular 


arr  contortoil. 


hyperplasia  oi  adeiioni  i  In  fa(t  gi  indular  In  peipl  isia  may  apparently 
lead  to  so  excessive  ind  uniestramed  a  giowth  of  glandiil  ir  structures  in 
the  mucous  memltrane  istoju-itif\  the  design  ition  idenoma  or  ma/if/n(tn/ 
adenomatous  kyperpla'^ia 

Sometimes  a  thick  lj_\erof  new  formed,  leij  ^asculal  tissue  develops 
over  the  surface  of  the  mucous  membrane,  largely  covering  in  the  uterine 
glands  (Fig.  511).  From  the  decomposititm  of  extravasated  blood  in 
the  mucous  membrane  the  latter  may  be  mottled  with  brawn  or  black. 
The  glandular  elements  of  the  mucosa  may  !«•  partially  or  almost  entirely 
destroyed.  Occasionally  the  glands  are  dilated,  forming  numerous  small 
cysts  which  may  project  from  the  surface.  The  papillie  of  the  cervix 
may  be  hypertrophied,  the  mucous  follicle.^  swollen  and  their  outlets  ob- 
structed, leading  to  the  formation  of  the  so-called  ovula  Nabothi.  The 
uterine  wall  becomes  flaccid  and  atrophied,  or  it  may  be  hyperplastic 
especially  in  the  cervical  portion.  I'lceration  of  the  mucous  membrane, 
especially  of  the  cervix,  may  occur.  There  may  be  contraction  or  obliter- 
ation of  the  cervical  canal. 

Fibrous  hyperplasia  of  the  cervix  with  ectasia  of  the  Nabothian 
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glands  and  thickening  and  erosion  or  ulceration  of  the  mucous  membrane 
is  a  fi'equent  condition  at  the  cHmacteric  period  (Fig.  512).  Under  these 
conditions  both  the  clinical  manifestations  and  the  general  appearance  of 
tJie  cervix  on  inspection  often  suggest  the  existence  of  cancer. 

t  hronic  endometritis  may  occur  at  any  age,  but  is  most  frequent 
after  puberty  and  is  due  to  a  great  variety  of  conditions.  It  may  occur 
m  ill  nourished  persons  or  in  those  suffering  from  exhausting  diseases. 


.^ 
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rtnatrv    vehy  'S  Arr   i  ah  Timhie  over  thk  Svhkace  ot  thl  M    ro   a  MEMBRANr. 
n    I  tt^rme  muscle  t  bbu«    b    niun>u8  membruip  i>r  uterus:  c.  new-formed  vasrular  Usaue. 

It  may  follow  displacements  and  tumors  of  the  uterus,  subinvolution, 
injuries,  etc. 

Croupous  Endometritis. — This  form  of  inflammation  is  not  very  com- 
mon. It  occasionally  occurs  in  the  puerperal  uterus,  and  in  acut«  infec- 
tious diseases.  It  sometimes  involves  the  vulva,  vagina,  and  Fallopian 
tubes.     It  may  coexist  with  croupous  inflammation  of  the  colon. 

Tuberculous  Endometritis. — This  is  rare  and  usually  occurs  as  part  of 
tuberculous  inflammation  of  the  genito-unnary  tract.  A  part  or  the 
whole  of  the  cavity  of  the  uterus  may  be  lined  with  a  rough,  yellowish 
or  gray,  caseous  masH,  which  may  deeply  involve  the  muscular  walla  of 
the  organ.  .\t  the  edges  of  the  ulcerating  caseous  areas  there  may  be 
miliary  tubercles,  or  these  may  be  scattered  through  the  otherwise  in- 
tact muroHH.' 

■Kurbihl.  Ke<-Ciillm,  JohiuHupkitu  HoKp.  Kep.,  vol.  iv.,  p.  441,  IBMl 
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Syphilitic  Eiidometriti8. — This  is  usually  confined  to  the  cervical  po> 
tion,  and  is  characterized  by  shallow  or  deep  ulcerations  and  condylomata 
of  the  mucous  membrane;  or  there  may  be  a  diffuse  thickening  of  the 
mucosa. 

Acute  Hetritts  is  usually  associated  with  acute  catarrhal  endometritis. 
The  organ  is  swollen,  succulent,  congested;  the  mucous  membrane  cov- 
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Fio.  BI2.— FiBHoua  and  Glasdvlah  IIyperflasia  or  the  Cervix  Utebi. 
The  figure  showe  one  fflde  of  the  cervix  in  lungituiUnal  serlion.  The  fibrouH  tiwiue  of 
Ihp  reri-ix  is  very  dense  and  Ihe  walls  of  (lie  blimil-v'CBBolB  sre  thifkeneil,  Tiiere  in  iiyppr- 
idasia  of  the  glanils  of  the  rerviral  canat  with  erosion  of  the  surface  epithelium.  The  Na- 
bothian  glands  Bn-  distendeil  with  clear,  glairy  fluid  (inula  Nnbothi).  There  is  erosion 
of  the  epithelium  at  the  os  eittemum,  ajid  Ihie,  with  the  congestion  of  the  small  superficial 
ve«eetB  here,  gave  a  rough  red  appearance  to  the  oh,  suggestive  of  a  malignant  growth. 


ered  with  muco-piis;  the  peritoneal  coat  congested.  There  may  be  small 
extravasations  of  blood  in  the  wall  or  cavity  of  the  uterus.  The  inflam- 
mation, in  rare  cases,  becomes  suppurative,  and  abscesses  arc  formed  in 
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the  uterine  wall;  these  may  perforata  into  the  peritoneal  cavity  or  into 
the  rectum. 

Chronic  Metritis  may  follow  acute  metritis  or  accompany  acute  or 
chronic  endometritis,  and  is  dependent  upon  similar  conditions :  subin- 
volution, displacements,  tumors,  active  irritants,  etc.  The  uterus  is  en- 
larged, the  wall  congested,  thickened,  and  soft,  or,  owing  to  the  new 
formation  of  connective  tissue,  hard  and  dense.  The  lesion  may  be  most 
marked  in  the  body  or  in  the  cervical  portion. 

Perimetritis. — The  peritoneal  coat  of  the  uterus  may  l^e  inflamed,  with 
the  production  of  membranous  adhesions  or  of  pus.  The  adhesions  may 
be  small  or  very  extensive,  and,  owing  to  their  contractions,  may  cause 
various  distortions  and  displacements  of  the  pelvic  organs.  The  inflam- 
mation is  usually  an  accompaniment  of  chronic  metritis  and  endome- 
tritis.    In  prostitutes  such  adhesions  are  of  very  common  occurrence. 

Parametritis. — The  connective  tissue  about  the  uterus,  between  that 
organ  and  the  reflexions  of  the  peritoneum,  may  be  the  seat  of  suppura- 
tive inflammation.  It  most  frequently  ends  in  death,  but  may  result  in 
the  formation  of  dense  connective  tissue  about  the  uterus. 

II.  Inflammation  of  the  Pregnant  Uterus. 

The  forms  of  inflammation  which  have  just  been  described  may  alao 
occur  in  the  pregnant  uterus.  Catarrhal  endometritis  may  lead  to  effusion 
of  serum,  extravasations  of  blood,  and  abortions.  Metritis  may  lead  to 
softening  of  the  uterine  wall,  so  that  rupture  takes  place  during  labor. 
Perimetritis  and  parametritis  produce  adhesions  and  abscesses  about  the 
uterus. 

Infectious  Inflammation  (Puerperal  Fever). — For  a  week  or  more  aft^r 
delivery  the  inner  surface  of  the  still  dilated  uterus  is  rough,  especially 
at  the  insertion  of  the  placenta,  and  covered  with  dark  shreds  of  blood, 
mucous  membrane,  and  placenta.  This  condition  should  not,  as  is  some- 
times the  case,  be  mistaken  for  inflammation  or  gangrene. 

As  a  result  of  injury  to  the  uterus  or  vagina  during  or  after  delivery, 
and  the  action  of  bacteria  which  may  gain  access  to  the  tissues  in  this 
vulnerable  state,  the  puerperal  uterus  is  liable  to  become  the  seat  of  a 
series  of  severe  and  often  destructive  inflammatory  and  necrotic  changes. 
These  may  be  confined  to  the  uterus;  they  may  induce  serious  alterations 
in  surrounding  parts;  they  may  lead  to  an  involvement  of  the  peritoneum 
or  to  septictemia  or  pyspmia  and  its  accompanying  lesions  in  the  most 
distant  parts  of  the  body.  In  some  cases  a  more  or  less  extensive  gan- 
grenous inflammation  of  the  mucous  membrane  and  the  underlying  parts 
may  lead  to  the  casting-off  of  larger  and  smaller  shreds  of  necrotic  tissue 
and  the  formation  of  deep  and  spreading  ulcers,  which  may  be  accom- 
panied by  severe  parametritis  and  fatal  peritonitis.  In  other  cases  the 
inflammation  is  croupous,  and  may  affect  the  vagina,  leading  to  necrosis, 
gangrene,  ulceration,  or  peritonitis. 

In  connection  with  either  of  the  above  forms  of  inflammation,  or 
without  them,  there  may  be  thrombosis  of  the  uterine  sinuses,  purulent 
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inflammation  of  the  veins,  suppuration  and  abscess  in  the  uterine  wall, 
suppurative  inflammation  of  the  ovaries  and  tubes,  and,  owing  to  the 
generalization  of  the  infectious  material,  metastatic  abscesses  in  the  lungs, 
spleen  kidne\s  etc  Or  acute  pleurisy  ulcerati\e  endocaiditis,  erj'- 
sipela'^  puiulent  mflammation  of  the  jomts  h\peipl  tatic  snelhng  of  the 
spleen  and  Ijmph  nodes  thrombosis  or  thrombo  phlebitis  of  the  saphen- 
ous veins  etc  nia\  follow  In  some  cases  which  rapidl>  pass  to  a  fatal 
termination  the  local  lesi  ms  ma\  be  but  slighth  maiked  and  general  al- 
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terations  chai iict«rist ic  of  pya-mia,  such  as  metastatic  abscesses,  etc.,  be 
entirely  wanting.  Death  is  in  such  cases  apparently  due  to  toxaemia  or 
BepticH<mia. 

Bacteria  are  usually  present  in  the  exudate,  in  the  lymph -vessels, 
veins,  and  inflamed  tissue  of  the  uterus  (see  Fig.  513) ;  often  in  enormous 
quantities  in  the  peritoneal  exudation  and  in  the  metastatic  inflammatory 
foci.  Streptococcus  pyogenes,  the  gonococcus,  B.  aerogenes  capsulatus, 
BOd  the  colon  bacillus  are  the  most  frequent  excitants  of  the  lesion.' 


Fibromata. — Dense  nodular  fibromata  of  the  uterus  are  rare,  the  so- 
r.ulled  fibromala  being  in  most  cases  myomata  or  fibro-myomata.  Fibro- 
ma papillare.  on  the  other  hand,  is  a  common  form  of  growth  from  the  mu- 
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c-oHs  meitibrune.  it  consists  of  a  more  or  less  vascular  connective-tissue 
St  mma  covered  with  epithelium.  The  surface  may  I>e  smooth  or  villous. 
It  may  contain  very  numerous  gland  follicles,  and  then  approaches  the 
type  of  iidenoinu,  or  even  carcinoma.  The  stroma  may  be  loose  and 
succulent,  and  resemble  mucous  tis.sue.  forming  the  so-called  mucous 
imh/pi.  In  any  of  these  forms  the  blood-vessels  may  be  abundant  and 
dilated  forming  telantjiectaiic  or  cavernous  polypi.  The  adenomatous 
]Kil\pi  nn%  bcKime  c\Mu  from  the  dilatation  of  the  gland  follicles. 

I'ohpi  of  the  uterus  ma\  be  multiple  or  single,  sniidl  or  large.  Xu- 
menius  sinidler  uul  1  irger  p  lpdla^^  outgiowths  fnim  the  mucous  mem- 
hi  ine  in  i\  ot  i  ur  in  (hronu  endometritis  Single  polypi  may  grow  from 
the  imuost  of  the  bo<l\  of  the  uterus  or  fi-om  the  cervi.x.  and  hang  by  a 
long  pedide  down  into  the  \  >(,ina 

The  1  irge  nundier  of  0  nulul  ir  structures  in  many  of  these  chronic  io- 

fl  imma1o]\    pkpillar\,  and  poKpoul  outgrowths  (Fig.  .IM)  often  justifies 

the  name  of  adenomatous  hy- 

MSS{  l>crpla.sia  of  the  mucous  mem- 

Ml'  '  \  lirane  or  of  adenomatous  papil- 

rS'  loinata  or  polyps. 

Syphilitic  papillary  growths 
m  the  form  of  pointed  condylo- 
mata may  form  finely  papillan.', 
wart -like  excrescences  of  vari- 
dile  size,  particularly  on  the 
cervix. 

HyonuLta. — These  tumors, 
whose  characteristic  structural 
elements  are  smooth  muscle 
cells  (Fig.  2''i0),  are  the  most 
common  of  uterine  tumors  and 
while  fre<iuently  of  little  prac- 
tical importance  ar^  sometimes 
of  seriouH  import.  They  are 
especially  common  in  negroes. 
They  are  mi>st  frequently  com- 
posed (if  both  muscular  and 
fibnnis  tissue — fibromyomatu 
— but  the  relative  amount  of 
the  two  kinds  of  tissue  is  sub- 
^  ject  to  great  variation.     They 

i' (iV'th"  Mi'coiH  "MfMHHts'^'is       "■*■  "'"^t    iipt   to  occur   after 
r  >MiTniTi«  puberty,    and   usually   in   ad- 

vanced life.  They  may  lie 
uultiple  soldi  or  of  enormous  size:  are  usually  sharply  cir- 
(ums<iil>ctl  whitish  or  pink  dense  ind  hard,  or  sometimes  soft,  and 
pusiui  oil  sfdion  intcili<mg  binds  or  irregular  mas.ses  of  glistening 
tis-ui  lh(i(  fiMiiiti  Miuatton  is  in  (nnnection  with  the  body  of  the 
ulrius   but  tli(\  m  n  ocuii  in  the  (erMx  or  in  the  foldsof  the  broad  liga- 
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ments.     According  to  their  position  we  may  distinguiah  subserous,  bu1>- 
mUGOus,  and  intraparietal  forma. 

The  subserous  myomala,  often  multiple,  grow  from  the  outer  muscular 
layers  of  the  uterus  in  the  form  of  little  nodules.  As  they  inLTeaee  in 
size  they  may  become  separated  from  the  uterine  wall  and  remain  at- 
tached only  by  a  uariow  pedicle  or  by  a  little  connective  tissue;  or  may 
even  be  entirely  free.  They  may  work  their  way  between  the  folds  of 
the  broad  ligament  until  they  are  at  some  distance  from  their  point  of 
origin.  The  tumors  may  become  very  large,  but  remain  firmly  ntlaclied 
to  the  uterus;   this  organ  may  then  be  drawn  upward,  the  tervi.\  and 


vafpna  Iwing  elongated  and  narn)we<i.  The  traction  may  be  so  great  that 
thebody  of  the  uterus  is  entirely  separated  from  the  cervix.  The  bladder 
may  also  be  drawn  upward.  But  subserous  myomala  of  consideral>le 
nie  may  interfere  hut  slightlv  with  the  function  of  the  uterus  (see 
Fig.  515). 

The  submucous  mi/oniala  grow  from  the  inner  muscular  layers  of  the 
uterine  wall,  most  frequently  in  the  fundus.  They  may  project  inio 
the  uterine  cavity  and  remain  sessile  or  Iwcome  pediculated;  the  uterus 
dilates  with  the  growth  of  the  tumor,  and  its  wall  may  also  be  thickened. 

They  are  nsually  single,  although  there  may  be  at  the  same  lime 
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sniist'lous  !uiil  iiiiijii»uiietiil  tumors.  They  are  frequentiy  soft.  If 
Ihvy  iitp  of  liirge  sine  iitul  polypoid  in  form,  tliey  may  project  throuRh 
the  I'Civix  mill  ciriiK  down  the  fundus  of  the  uterus,  producing  inversion. 
The  mucous  luciulniine  coveriiijj  them  inny  l)e  atrophied  or  hyperfemic, 
with  dihited  lilood-vos.-;eN.  mid  may  thus  pive  rise  to  severe  and  repeated 
hsi'morihaaes.  In  some  rases  tlie  pedicle  of  a.  tumor  is  destroyed  and  it 
is  spontaneously  expelled. 

The  inlmmiiriil  miiomala  prow  in  the  substance  of  the  uterine  wall, 
but,  if  they  nttiiiii  a  latue  size,  project  beneath  the  serous  or  the  mucous 


coat  (FiK-  iillb.  They  arc  found  in  ever>'  part  of  the  uterus,  but  are 
most  frequent  in  the  posterior  wall. 

The  shiipe  of  the  uterus  is  altered  in  a  great  variety  of  ways  by  the 
presence  of  these  tumors:  its  cavity  is  nan-owed,  dilated,  or  misshapen; 
it  undergoes  flexion  or  vei-aion.  The  tumors  may  sink  downward  and 
become  attached  to  the  posteiior  wall  of  the  vapina. 

Myomata  may  undergo  a  variety  of  secondary  alterations.  The  mus- 
cle fibres  may  undergo  jaU]i  dei/eiieratioi'.  and  the  tumor  diminish  in  size, 
or  may  even,  il  is  said,  be  entirely  destroyed.  Calcificalion  may  occur, 
converting  a  part  or  the  whole  of  the  tumor  into  a  stony  mass.  The  in- 
trapariclal  and  submucous  myomata  may  give  rise  to  profuse  hienfior- 
rhages:   they  may  suppurate  and  become  gangrenous. 
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Sometimes  the  tunmrs  or  tirtumscrilwd  portions  of  them  arc  very 
vasculiir,  conatitutiiiE  the  lelangiirlalie  or  caiiiiums  variety.  These 
tumors,  whiph  possess  smiie  of  the  oharactprs  of  ei'ectile  tisKiie,  may  sud- 
denly change  in  size  fi-oni  si  vai-iation  in  the  anioiint  of  blomi  which  tliey 
contain.  Larger  and  smaller  cysts  may  develop  within  these  tumors 
— libro-cystic  tuniorx.  These  may  l>e  multiple  and  may  communicate; 
they  may  be  filleii  with  a  clear  or  bloody  fluid.  'I  hcsc  cystic  myomata 
may  reach  an  immense  size  nnd  fill  the  abdominal  cavity.  The  cystn 
may  l>e  lined  with  ciliated  epithelium.'  Combinations  of  myoma  and 
sarcoma  sometimes  occur — iiiiioMirconin.  These  tiimoi's  arc  sometimes 
calle<l  maUijnanl  myomntii.  Such  tumors  may  form  mctasia.seti.'  I.ipo- 
myonui  has  l)een  described.' 

Myomata  of  the  cervix  arc  rare.  Tliey  may  grow  as  polypi  l)eneath 
the  mucous  coat,  or  produce  enlargcnienl  of  the  anterior  or  posterior 
lips,  or  may  grow  outward  into  the  abdomiiuil  cavity. 

Myomata  of  the  uterus,  either  subserous,  intra] >urietal,  or  submucous, 
containing  glandular  structures  of  the  type  of  those  iii  the  uterine  mucosa, 
are  of  occasional  occurrence  (Fig.  ol7'.  These  glandular  or  adenoma- 
tous myomata  are  sometimes  directlj'  connected  with  the  uterine  mucous 
membrane,  but  are  often  so  dis- 
tant and  so  entirolv  separated  ^asss^^'iffltTliS;  ^j**" -^ 
fmm  it  as  X,  justify  tl.e  '>,.i,ect  ,^®*S»^XvS->  ^ 
lire  that  they  are  derived  f  om  t^t  f 
some  embryonal  abnormal  t\  ™ 
associated  with  the  developii  ent 
of  the  Wolffian  body.*  Sin  da 
tumors  have  been  described  n 
the  round  ligament.' 

Sarcomata  may  occur  as  pn 
mary  tumors  in  the  mutous 
membrane  of  the  uterus,  eithei 
in  the  form  of  u  diffuse  infiltri 
tion  or  as  a  circumscribed  no  1 

lar   or    polypoid    mjiss.     The\  y    j^       t  >  It  ri 

frequently  involve  the  muscular 

wall,  are  liable  to  hirmorrhuge  and  gangrene,  and,  panicuhirly  i 
fuse  form,  are  liable  to  recur  after  removal.  They  may  consist  largely  of 
spindle  or  spheroidal  cells,  or  both.  It  is  said  that  saivoma  of  the  uterus 
ia  more  liable  to  occur  at  an  advanced  age  than  at  an  early  period,  as  is 
the  rule  with  sarcomata  of  other  organs,  (liant-celled  sarcomata  have 
been  de8cril>ed. 
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A  few  cases  have  been  described  in  which,  situated  usually  in  the 
upper  cervical  region,  there  were  lobed  or  "  grapelike  "  tumors,  fibro- 
sarcomatous  in  character.  Some  of  these  contained  striated  muscle 
fibres.     These  tumors  are  malignant.' 

Angioma. — Cavernous  angiomata  of  the  wall  of  the  uterus  have  been 
described.     Endothelioma  is  of  rare  occurrence  in  the  cervix.' 

Adenoma. — Between  a  simple  adenomatous  hyperplasia  of  the  mucous 
membrane  of  the  uterus,  on  the  one  hand  (see  Figs.  509  and  510),  and 
carcinomaon  the  other,  there  is  no  absolutely  sharp  morphological  distinc- 
tion. But  there  is  a  considerable  gronp  of  growths,  to  which  the  name 
etderwmais  properly  applied,  which  lieon  the  border  zone  between  the  dis- 
tinctly benign  and  the  definitely  malignant  new  epithelial -tissue  growths. 


Many  epithelial  cell  growths  of  the  uterus,  while  adenomatous  in 
structure,  lire  so  distinctly  malignant,  and  are  so  liable  to  develop  that 
structural  lawlessness  charact eristic  of  carcinoma,  that  it  has  seemed  wise 
to  many  observers  to  avoid  the  name  adenoma  altogether  and  class  all 
the  epithelial  tumoi-s  of  the  uterus  among  the  rarcinoniata.  Others, 
recogniiiing  the  benign  chanictcr  of  many  of  the  epithelial  tumors  of  the 
uterus,  have  adopted  a  sharp  thi^tinction  between  benign  and  malignant 
adenoma. 

It  seems  to  the  writer  wise  to  preserve  here,  as  elsewhere  in  the  body, 
the  morphological  distinction  between  adenoma  and  carcinoma.  But 
in  doing  this  it  should  always  be  borne  in  mind  that  the  adenomata  of  the 
uterus,  as  those  of  the  gnstro-intestinal  canal,  may  not  only  be  extremely 
malignant  as  adenomata,  but  that  the  more  benign  forms  are  extremely 
prone  to  develop,  both  in  structure  and  malignancy,  into  carcinomata. 

ii..p.  177,  1906. 


ForB»tll< 

Iv  nf  thene  t« 

imnrH  Ht-p  Uluf 

n,  Ziegler 

'aB.'i 

-r..  B,l.  XXX' 

'Hurdon.i 

l.'.I...K  Hopkin 

m  IlOBp.  Bull., 

vol,  ix.,  , 

..188, 

,  1S98,  bibL 

THE    REPRODUCTIVE    OROANB    OP    THE    FEMALE 


765 


In  fact,  in  many  cases  we  can  express  the  peculiarities  of  structure  in  these 
tumors  only  by  catting  them  adeno-carcinoma. 

The  adenomata  of  the  uterus  may  l>egin  in  a  simple  hyperplasia  of  the 
mucous  membrane,  in  which  glandular  development  is  preponderant  (see 


Flo.  619. — AoENoMA  or  the  Utehub. 
Showing  a  unall  portion  or  a  glanilulBr  Btiil  papillary  growth. 

above).  When  the  tumor  character  becomes  established  this  new  gland- 
ular growth  is  commonly  in  the  form  of  irregular,  often  dilated  follicu- 
lar structures  with  a  well-marked  lumen  lined  with  cylindrical  or  cu- 
boidal  cells.  It  may  develop  in  irregular  papillary  masses  (Fig.  518), 
the  more  or  less  abundant  fibrous  stroma 
being  covered  with  irregular  layers  of  epi- 
thelium (Figs.  519  and  520).  The  new 
growth  may  project  from  the  inner  surface 
of  the  uterus  in  the  form  of  ragged  lobular 
masses  (Fig.  521),  or  it  may  infiltrate  the 
submucous  tissues  (Fig.  522).  Or  growth 
in  both  directions  may  occur  at  once. 

The  topographical  features  and  clinical 
stories  of  many  adenomata  of  the  uterus 
are  identical  with  those  of  the  infiltrating 
and  ulcerating  carcinoma! a. 

Carcinoma.' — The  carcinomala  of  the 
uterus  commence  most  frequently  in  the 
cervix  and  port  in  vaginalis,  and  the  most  com- 
mon form  is  the  epithelioma.  The  growth 
of  epitheliomata  of  the  cervix  uteri  proceeds 
under  three  tolerably  distinct  forms,  which, 
however,  frequently  merge  into  one  another. 

I.  The  flat,  ulcerating  epithelioma.     This  form  of  cancer  commences 
as  a  somewhat  elevated,  flat  induration  of  the  superflcial  layers  of  the 

'  CoRHult  for  details  CuOen.  "Carcinoma  of  ttie  Vtcnu,"  190t>. 
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cervix,  sometime."  <'iiciiiii;s('rilK-d.  Hoitietiiucs  ilitTuse.  This  indurutiou  i^ 
due  to  the  ;rr<>wtli  uf  iihifira  iiiid  irregiUar  musses  iif  epithelial  eelis  into 
the  uiiilerlyinK  tissue  (Fiji.  5'2:iK  I'leeratiori  usuiilly  ['oiiiiiienres  early 
and  niiiy  pnx-eed  siowly  or  nipidly.  The  edijes  nf  the  ulcer  are  irrejjulnr. 
indurated,  !ind  somewhat  clevtited.  The  ulceration  of  the  new-formed 
cancerous  tissue  at  the  eiiges  is  usually  pro(;ressivc,  so  that  the  vugiiial 
poHion  of  ihe  cervix,  the  cervical  canal,  the  vagina,  and  even  the  blmi- 
der  nod  i-ectnni  may  he  involved.     Moi-e  or  less  extensive  ha>niorrhapt'3 


and  necrosis  of  the  haee  of  the  ulcer  are  liable  to  occur.  The  entire  cer- 
vix may  he  destroyed. 

2.  In  another  class  of  t-anes  the  carcinomatous  t;ro\vth  develops  under 
the  form  of  papillaiy  or  fuiijious  excrescences,  which  may  form  larger  or 
smaller  masses  composed  of  epilheliomatous  ti».sue.  Hand-in-hand  with 
this  projectinfT  growth  there  may  occur  an  epithelial  infiltration  of  the 
undeHyinp  tissue  of  the  lervix.  These  growths  are  often  quite  vascular 
and  may  give  rise  to  severe  ha'morrhaKt's.  Thoy  may  ulcerate  and  thus 
produce  iiroaf  tlcstructiim  of  lis.'tue. 

'.i.  In  still  another  class  of  cases  there  is  a  more  or  less  deep  infiltration 
of  the  sulmiucous  tissue,  cither  diffuse  »)r  in  circumscribed  nodules, 
with  epithelial  cell  masses.  We  fiud  at  first,  in  the  vaginal  portion  of 
the  cervix,  in  the  submucous  connective  tissue,  either  nodules  or  a  gen- 
eral infiltration  iif  a  whitish  new  growth.     Tlie  cervix  then  appears  lai^ 
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and  harii.  Veiy  soon  the  mucous  menibriinc  over  the  new  growth  de- 
generates and  fiiUs  off;  the  superficial  layers  of  the  now  (growth  imdeigo 
the  same  changes.  After  this  the  formation  of  the  new  gmwth  and  its 
ulceration  go  on  simultaneously,  producing  fin^t  tin  infiltration  itiid  then 
destruction  of  the  cervix  and  often  of  a  part  of  tlie  body  of  the  uterus. 
The  gi-owth  frequently  extends  to  the  vagina,  the  liladdei-,  and  the  rectum 
with  the  same  destructive  character,  so  that  wc  often  find  the  cervix  and 
upper  part  of  the  vagina  destmycd,  and  in  their  place  a  hirge  cavity  with 
nififtcd,  gan^^renous,  cancerous  walls  (Fig.  524i,  I.ees  frequently  the 
pelvic  bones  are  invaded  in  the  same  way.  Not  infi-etiuently  the  ureters 
arc  surrounded  and  compressed  by  the  new  growth,  so  that  they  become 


'^*&fe^v^ 


'  i-)ritlieliiiiii  o 

en  a  raggfil  e; 
.n  of  the  tunic 


;mwth  uiwu  (lie  frtc  n 


dilated.  The  dilatation  may  extend  to  the  pelves  and  calyces  of  the 
kidneys.  The  new  growth  may  l)€gin  in  the  cervix  and  extend  uniformly 
over  the  internal  surface  of  the  cervix  and  of  the  l>(»dy  of  the  uterus.  The 
entire  uterus  is  converted  into  a  large  sac,  of  which  the  walls  are  in- 
filtrated with  the  new  growth,  while  the  internal  surface  is  ulcerating 
and  gangrenous.  In  some  cases  there  is  a  considerable  fornuition  of  new, 
den.se  connective  tissue,  so  that  the  growth  has  a  scirrhous  form. 

In  rare  eases  the  growth  begins  in  the  upper  part  of  the  cervix  or  in 
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the  body  of  the  uterus,  while  the  lower  part  of  the  cervix  is  not  involved. 
In  al)  of  these  cases  the  epithelial  cells  of  the  new  growth  follow  more 
or  less  closely  the  type  of  the  epithelial  cells  of  the  part  from  which 
they  spring.  But  it  has  I»een  observed  that  carcinomata  developing 
from  the  mucous  membrane  of  an  inverted  uterus  may  be  of  the  squa- 
mous-celled  type. 

In  still  another  class  of  cases,  in  which  the  new  growth  may  be  in  the 
form  of  nodules,  or  diffuse  infiltrations,  or  polypoid  masses,  or  may  pre 


^^S 


8h  wing  rami  ving    p   h   ul  eel  massra 

sent  more  or  less  extensive  alterations,  the  cells  are  irregular,  polyhedral 
in  shape,  the  tumor  belonging  to  the  class  of  glandular  or  medullary 
carcinomata  (Fig.  525).  These  also  usually  commence  in  the  cervix, 
and,  according  to  the  views  of  many  writers,  probably  in  the  mucous 
glands. 

In  rare  cases  the  entire  wall  of  the  uterus  is  infiltrated  with  the  new 
growth  and  the  organ  is  much  enlarged.  Gelatinous  carcinoma  some- 
times occurs,  but  is  rare. 

While  we  may  for  convenience  recognize  the  above  types  of  carcinoma 
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of  the  uterus,  it  should  be  borne  in  mind,  as  above  stated,  that  they  are 
often  not  distinct,  and  may  merge  into  one  another  or  exist  simultane- 
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ously.     ExiKlative  inflammation  is  of  frequent  oecurreme  in  these  as  in 
other  tunioi-s  of  the  uterus. 

As  a  result  of  the  ulceration  of  these  various  forms  of  carcinoma,  recto- 
vaginal fislula"  niaj'  he  formed;  the  lumbar  hmph-nodes  may  be  involved 
and  metastiispa  in  distant  organs  are  occasionally,  thoufth  not  often, 
formed.  Frequent  and  profuse  ha'morrhages.  gangrenous  destruction  of 
tissue,  the  absorption  of  deleterious  materials,  etc.,  are  apt  to  lead  to  the 
development  of  a  more  or  less  profound  nna'niia  and  cachexia. 

Chorionepithelioma  of  Pregnancy.'    <Deciduoma  Halig^um.) 

MalijinanI  tuniore  derived  fn)ni  chorionic  villi  or  from  some  abnonual 
form  ()f  these,  us  hydatid  moles  (see  p.  774),  jind  composed  of  cells 
more  or  less  closely  resemblinfr  the  various  types  of  chorionic  epithelium, 
arc  known  «.■*  chuiionrpilhclioniala  nf  prcgtuiTifii.- 


f  W  m 


A  iiifeliaaliiial  tuniur  Hliowing  tlie  gynrytial  colla  lUiil  tlic  Langlistin  cells  in  rhartu-lrr- 
intic  relationship  to  eacli  other 

Characters  of  the  Chorionic  Villi.—  In  order  to  understand  the  struct- 
ure and  biological  characters  of  these  tumors,  one  must  bear  in  mind  the 

'  ['or  nil  nilinirablo  BumniBT)'  of  thwe  tumor*,  with  a  stmlv  of  nvw  i-a.»»  nnil  bihl.,  aev 
Frnnk.  Jour.  Anier.  M«i.  A-wn.,  vol.  «lvi.,  p.  248,  1906. 

'  This  specific  Jenignation  is  nc«C8Sftry  because  tumors  of  siniilar  ntorphological  cliai^ 
arlCTB,  bill  HiFTFrently  derived  occur  in  non-pregnant  indi\-idualB,  in  the  tnticip,  and  rine- 
whcTC  AK  iiarts  of  ter^lomata. 
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nature  of  the  noniuU  (chorionic  villi.  These  consist  of  a  viisr.ular  coii- 
neftive-t issue  framework  which  is  covered  with  two  layers  of  epithelial 
cells.  The  inner  layer  is  formed  in  general  of  a  Hinsle  layer  of  sharply 
(lefinecl,  polyhedral,  transparent  lells  with  oval  nnilei.  These  eells  con- 
tain glycogen.  They  are  called  Ijam/havs'  celh.  The  outei'  layer  is 
composed  of  a  mass  of  cells  whose  outlines  are  in  fieneral  indistinct,  wii  h 
many  nuclei  of  various  shapes,  the  whole  resenihlinf;  masses  of  pant  cells. 
This  outer  layer  of  cells  is  called  the  ni/ncyliiiui,  and  fi-cmi  it  small  pro- 
toplasmic, Inid-like  procesaes — syncytial  Inids — project.  In  the  later 
periods  of  prefinancy  the  cell  layers  are  as  a  rule  less  distinct  than  at  an 
earlier  time.  The  cells  covering  the  chorionic  villi  penetrate  the  maternal 
deeidua,  mingling  with  its  cells,  and  may  pass  into  the  structnres  of  the 
uterine  wall.     Certain  of  the  covering  cells  of  the  ehoiionic  villi   have 


^^1^ 


remarkable  powers  of  penetrating  the  maternal  tissues,  their  invasion 
being  apparently  secured  through  lytic  action.  These  are  called  chori- 
onic wandering  cells.  They  may  erode  blood-vessels,  causing  ha'mcu- 
rhage  and  thrombosis,  and  may  enter  the  maternal  circulation  and  be 
carried  as  emboli  into  the  viscera — Uver,  lungs,  etc' 

It  is  cells  of  these  three  types — Langhans'  cells,  the  syncytium,  and 
the  chorionic  wandering  cells — invading  the  tissues  of  the  uteru.-!,  from 
which  they  directly  derive  their  nourishment,  without  the  development 
of  a  special  stroma,  as  is  the  ease  of  moat  tumors,  that  give  character  and 
malignancy  to  chorionopitheliomata  when  they  have  become  freed  from 
the  restraints  of  normal  growth. 

In  typical  cases  the  chorioncpitheliomala  of  pregnancy  (Fig.  52fi)  are 
formed:   first,  of  large  polynuclear  cells  or  cell  masses — syncytial  niass- 

■  See  for  a  study  of  pmboli«m  of  cliorionic  cellfl  Rchm-rt.  \'it1i.  lUutsrli.  path.  G««.,  IMM, 
Bd.  vlii.,  p.  39;  also  ibid.,  Ccntrbl.  f.  Gynftkal,.  ltd.  xxix,,  I1H).5,  p.  120.  Sec  aim  Vfit, 
Kdt.  t.  Qeburlabilfe  u.  Oyn&kol..  Bd.  xlix.,  p.  210. 
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es — appearing  in  irregular  multinuclear  strands  or  branching  proto- 
plasmic structures;  and,  second,  of  more  transparent,  sharply  circum- 
scribed, polyhedral  cells  with  single  oval  nuclei,  with  glycogen-containing 
protoplasm.  They  often  contain  free  blood  and  fibrin,  and  the  stroma  is 
largely  made  up  of  the  tissue  which  they  invade. 

In  many  instances  these  tumors  are  less  typical  in  structure,  de- 
parting more  from  the  character  of  the  chorionepithelium.  The  deli- 
cately outlined  transparent  cells  may  be  absent:  the  syncytial  masses 
may  fail,  the  whole  growth  being  made  up  of  irregularly  shaped  cells  of 
various  sizes  with  nuclei  varying  in  size,  but  often  very  large  (Fig.  527). 
The  cells  are  sometimes  multinuclear. 

Chorionepitheliomata  were  at  first  regarded  as  sarcomata,  but  are 
now  known  to  be  derived  from  cells  of  the  chorionic  villi.  In  many 
cases  they  bear  an  intimate  relationship  to  hydatid  moles. 

The  development  of  these  tumors  often  follows  the  discharge  of  an 
hydatid  mole.  In  the  malignant  types  there  may  be  invasion  of  the  walF 
of  the  uterus  and  the  pelvis  with  repeated  haemorrhages  and  cachexia. 
Vaginal  metastases  are  common  and  develop  early,  and  there  may  be 
general  metastasis  with  secondary  tumors,  most  often  in  the  lungs  and 
liver.  They  may  develop  as  a  sequel  to  ectopic  gestation,  but  this  is 
rare:    they  may  follow  retained  placenta.* 

CHOBIONSPITHSLIOMA  WITH  TERATOMA. 

Several  cases  are  recorded  in  which  females  whose  age  or  condition 
precluded  the  possibility  of  pregnancy  have  developed  tumors  having 
the  characters  of  the  chorionepitheliomata.  These  it  is  believed  are 
all  instances  in  which  teratomata  furnished  the  embryonal  ectodermal 
tissues  in  which  the  tumors  originated.  Similarly  the  so-called  chorion- 
epitheliomata of  the  testicle  (Fig.  569),  of  which  several  cases  have  been 
described,  are  derived  from  teratomata. 

PA&A8ITS8  AND  0T8T8. 

Echinococcus  has  been  found  in  the  body  and  neck  of  the  uterus,  and 
may  rupture  into  the  peritoneal  cavity  or  into  the  vagina. 

Cysts. — Aside  from  the  cysts  which  develop  in  tumors  of  the  uterus, 
the  mucous  follicles  in  the  cervix  are  frequently  so  dilated  as  to  form 
cysts  filled  with  a  gelatinous  material  and  more  or  less  epithelium. 
These  cysts  may  be  large  or  small,  and  are  frequently  called  ovula  Nabothi 
(Fig.  512).  Sometimes  there  is  an  inflammatory  growth  of  new  connec- 
tive tissue  about  these  cysts.  In  other  cases  the  cysts  may  project 
from  the  mucous  membrane  in  the  form  of  polypi.  Similar  changes 
are  infrequently  found  in  the  body  of  the  uterus  from  the  dilatation  of 
occluded  uterine  glands.  Dermoid  cysts  are  rarely  found  in  the  walls 
of  the  uterus. 

^  For  a  study  of  clinical  an<l  niicroHcopical  variations  of  these  tumors,  with  suggestions 
for  diagnosis,  see  Frank,  N.  Y.  Med.  Jour.,  vol.  Ixxxiii.,  p.  793,  1906. 
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Lesions  of  the  Placenta.' 

Aside  from  the  variations  from  the  normal  in  size,  shape,  and  posi- 
tion, for  a  description  of  which  we  refer  to  the  works  on  obstetrics,  we 
may  briefly  mention  here  some  of  the  more  important  structural  changes 
which  the  placenta  may  undergo. 

DEGENERATION. 

Fatty  and  amyloid  degeneration  and  calcification  of  the  placental 
tissue  are  of  not  infrequent  occurrence. 

H2BM0RRHAOE. 

This  may  occur  either  on  the  maternal  surface  in  the  decidua,  or 
between  the  foetal  surface  and  the  membranes,  or  in  the  substance  of  the 
placenta.  The  hitter  form  of  haemorrhage  constitutes  the  true  placental 
apoplexy.  This  may  occur  as  the  result  of  rupture  of  a  placental  sinus. 
The  placental  tissue  is  crowded  apart,  and  a  blood-clot,  often  infiltrating 
the  parenchyma,  is  formed.  This  may  lead  to  abortion,  or  the  blood 
may  undergo  disintegration  and  absorption  and  its  place  be  occupied  by 
a  cicatrix.  The  placental  tissue  in  its  vicinity  may  undergo  fatty  degen- 
eration. Under  other  conditions,  without  evidence  of  rupture  of  the 
vessels,  the  placental  tissue  may  become  infiltrated  with  blood  in  the 
form  of  an  infarction.  In  this,  degenerative  changes  similar  to  the  above 
may  occur,  leading  to  fibrous  induration  of  the  placenta. 

The  so-called  ''infarctions"  of  the  placenta  vary  in  size,  appearance, 
structure,  and  origin.  They  are  most  frequently  due,  according  to 
Williams,  to  an  endarteritis  of  the  vessels  of  the  chorionic  villi.  They 
appear  to  be  of  little  significance  w^hen  of  moderate  size.' 

INFLAMMATION.     (Placentitis.) 

Suppurative  Inflammation  of  the  placenta,  with  the  formation  of 
abscesses,  is  of  rare  occurrence  as  the  result  of  injury. 

Chronic  Indurative  Inflammation  of  the  placenta  may  result  in  the  for- 
mation of  circumscribed  masses  of  cellular  and  loose,  or  dense  and  cica- 
tricial, connective  tissue,  or  in  a  diffuse  formation  of  connective  tissue 
which  may  interfere  with  the  nutrition  of  the  feet  us  and  cause  abortion. 
The  new-formed  connective  tissue  may  undergo  fatty  degeneration  or 
calcification. 

In  another  class  of  cases  the  new  connective  tissue  is  formed  mainly 
in  the  walls  of  the  vessels,  particularly  the  arteries.  This  may  occur  in 
circumscribed  portions  of  the  vessels,  leading  to  nodular  growths  around 
the  arteries,  or  it  may  occur  extensively  along  the  various  ramifications 
of  the  vessels,  converting  them  into  thick  fibrous  cords.     The  change  is 

'  For  a  study  of  the  placenta,  normal  and  patholo^cal,  see  Eden,  Journal  of  Path,  and 
Bact.,  vol.  iii.,  p.  449,  1896,  and  vol.  iv.,  p.  265,  1897,  bibl. 

'For  a  «tudv  of  placental  infarcts  sec  WiUiamtf,  "Welch  Anniversary  Contr.  to  the 
Science  of  Medicine,"  1900,  p.  431,  bibl. 
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primarily  in  the  adventitia,  but  all  the  coats  of  the  vessel  may  become 
involved,  leading  to  more  or  less  complete  obliteration  of  the  lumen. 

Various  proliferative  and  indurative  changes  in  the  placenta  may 
occur  as  the  result  of  syphilitic  inflammation. 

Tuberculous  Inflammation  of  the  placenta  may  occur  in  connection 
with  other  tuberculous  processes  in  the  mother. 

TXJX0B8. 

Moles. — Under  various  conditions  interfering  with  its  nutrition  the 
fa'tus  may  die  and  be  cast  off.  The  placenta  and  membranes  may 
then  dry,  forming  a  fil)rous  or  fleshy  or  bloody  mass — fibrmis  nwle; 
flesh  If  niolv;  blood  ff  mole. 

Placental  Polyps. — Not  infrequently,  especially  after  abortions,  por- 
tions of  the  placenta  (Fig.  528)  remain  attached  in  the  uterus  and  may 
undergo  various  phases  of  hyperplasia  forming  polypoid  outgrowths 
or  diffuse  thickening  of  the  mucous  membrane,  resembling  some  of  the 
forms  of  moles  in  character.  This  condition  is  often  associated  with 
glandular  endometritis,  and  curettings  of  the  uterus  may  then  show 


^--.••v-  w^'^^-  jmrs^ ..  '^>^-^  -^^.^ 
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Fig.  628. — Fragment  op  Decidua  in  Curettings  from  the  Uteritm. 

both    placental    structures    and  glandular  hyperplasia  of   the  mucous 
membrane  (see  Fig.  529). 

Sometimes,  however,  the  placenta,  or  some  part  of  it,  is  transformed 
into  an  irregular  mass  of  rounded  pink  or  colorless  transparent  or  trans- 
lucent bodies,  from  two  to  ten  millimetres  in  diameter — hydatid  moles 
(Figs.  r/U)  and  5,S1).  These  bodies,  attached  to  the  elongated  chorionic 
villi,  consist  of  loose,  vascular  connective  tissue  resembling  mucous 
tissue  and  are  covered  with  chorionic  epithelium.  The  cause  of  this 
transformation  of  the  placenta  is  unknown.  It  may  be  cast  off  with 
the  f(i»tus  or  there  may  be  no  trace  of  the  embryo.  But  the  hydatid  mole 
may  remain  after  the  fcptus  is  discharged,  and  through  the  growth  of  the 
chorionic  epithelium  may  give  rise  to  chorionepithelioma  *  (see  p.  772), 

»  Set'  Pick,  Berl.  klin.  Woch.,  1897,  pp.  1069  and  1097. 
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or  to  chorionepithelial  emboli  in  various  parts  of  the  body,'  with  meta- 
static growths  having  the  characters  of  hydatid  moles. 


^.^r^s^ 


Cysts  of  the  placenta  are  of  occasional  occurrence;  their  origin  is  in 
most  oases  obscure.' 

The  Ovaries. 

M&Ubno&tioaa. 

One  or  both  ovaries  may  be  al)aent,  the  other  organs  of  generation  beiDK^lBo  absent 
or  untie veloped:  or  they  may  be  unljr  partially  developed.  Absence  or  arrest  of  devel- 
opment of  one  ovary  occasionally  occurs  in  otherwise  well-formed  individuals,  an<l  is 
sometimes  accompanied  by  a  low  position  of  the  kidney  on  the  same  side.  The  ovaries 
may  pass  into  the  inguinal  cand  or  into  the  labia  majora.  and  remain  fixed  there 
through  life.     Less  frequently  they  are  found  in  the  crural  canal  or  the  foramen  ovale. 

01iBJig«s  in  Sixa  and  Poiitioa. 

The  ovaries  may  become  larger  than  normal  by  chronic  inflammation,  by  the 
formation  of  cysts  and  tumora.  They  may  become  atrophied  in  old  age.  the  Graafian 
follicles  disappearing  and  the  organ  shrivelling  into  a  small,  irregular,  fibrous  body. 
.\tropliy  may  be  produced  by  ascites,  by  chronic  inflammation,  or  from  unknown 
causes.  As  the  result  of  the  maturing  and  rupture  of  the  Graafian  follicles,  with  and 
without  pregnancy,  the  surface  of  the  ovary,  which  before  puberty  is  smooth,  may 
beciime  rougheneit  by  irregular  cicatricial  depressions. 

In  adult  life  the  ovaries  may  pass  as  hemiK  into  the  inguinal  or  crural  canal,  the 
fonimen  ovale,  or  the  umbilicus.  Their  position  in  the  abdomen  may  be  changed  by 
the  preBKur<-  of  tumors,  the  traction  of  false  membranes,  etc.  This  may  occur  in  en^ 
targed  ovaries  or  in  those  of  normal  siie,  and  by  the  compression  of  the  veins  may  lead 
to  congestion  and  chronic  inflammation  of  the  organs. 


'  See  HuhnviH.  Verb.  d.  deut.  Naturf.  u.  Aerite.  B.I.  i 
also  ibid.,  VfHi.  d.  dcut.  Palh.  Oes.,  Bd.  viii.,  p.  39,  1904. 

'See  AhltfliU.  Arch.  fOr  Gvnilkologic,  Bd.  xi.,  1877,  j 
p.  M3,  1880;  Holmritr,  "Die  memwhUche  Placenta,"  1! 
xl.,  p.  195,  1907.  bibl. 


',  pitft  2,  pp.  31  and  I 
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Aside  from  the  normal  hyperiemia  of  the  ovaries  during  menstrua- 
tion, the  vessels  may  he  congested  in  inflammation,  in  displacements  with 
interference  with  the  venous  circulation,  in  certain  diseases  of  the  heart, 
etc.,  and  mav  then  be  followed  bv  chronic  inflammation. 

The  menstrual  periods  are  accompanied  ijy  the  effusion  of  blood  into 
a  Graafian  follicle.  Normallv  the  amount  of  blood  is  small,  becomes 
solid,  is  decolorized,  and  then  gradually  absorbed.  Sometimes  the  effu- 
sion of  blood  is  much  greater;  the  follicle  filled  wnth  blood  is  as  large  as 
a  pigeon's  egg.  The  i)lood  may  remain  in  the  follicle,  and  be  ai)sorbed 
and  replaced  l)y  a  serous  fluid,  or  through  rupture  it  may  escape  into  the 
peritoneal  cavity.  Death  may  ensue  from  the  haemorrhage,  or  the  blood 
may  collect  in  Douglas'  cul-de-sac  and  become  encapsulated.  Haemor- 
rhages also  occur  in  follicles  which  have  become  cystic.  Interstitial 
hipmorrhagc  in  the  ovary  sometimes  occurs  without  known  cause. 

INFLAMMATION.     ( Oophoritis. ) 

Acute  Exudative  Inflammation  of  the  ovaries  occurs  most  frequently 
in  the  puerperal  condition,  either  as  part  of  a  general  peritonitis  or  as  a 
primaiy  affection. 

With  i)uerperal  peritonitis  both  ovaries  are  usually  inflamed;  they 
are  swollen,  congested,  soft,  infiltrated  witii  serum  or  pus,  or  gangre- 
nous. The  lesion  may  involve  principally  the  capsule,  the  stroma,  or  the 
follicles.  Inflammation  of  the  capsule  results  in  adhesions  and  collec- 
tions of  pus,  shut  in  by  false  membranes;  of  the  stroma,  in  abscesses  and 
fibrous  induration;  of  the  follicles,  in  their  dilatation  with  purulent 
serum. 

If  the  inflammation  of  the  ovary  l)e  the  primary  lesion.it  is  usually 
confined  to  one  organ.  The  stroma  of  the  ovary  is  infiltrated  with  serum 
and  pus,  and  may  contain  al)scesses  of  large  siv.e.  In  other  cases  the 
ovary  itself  is  but  little  changed,  but  is  surrounded  by  a  mass  of  fibri- 
nous and  purulent  exudation.  Such  independent  forms  of  ovarian  in- 
flammation may  terminate  in  recovery;  or  the  abscesses  may  perforate 
into  the  rectum  and  vagina;  or  the  ovary  is  left  indurated  and  bound 
down  by  adhesions;  or  the  patient  may  die. 

Acute  exudative  inflammation  of  the  ovaries  unconnected  with  the 
puerperal  condition  is  not  common,  l)ut  it  may  occur  in  connection  with 
acute  or  chronic  peritonitis  or  perimetritis,  with  various  infectious  dis- 
eases, pyaemia,  etc.     It  is  usually  confined  to  one  ovary. 

Chronic  Interstitial  Oophoritis  is  not  infrequently  preceded  by  an  acute 
inflammation,  or  it  may  gradually  develop  as  an  independent  condition, 
often  determined  bv  some  mechanical  interference  with  the  blood  cm- 
rent.  The  organ  may  be  increased  in  size,  owing  to  the  formation  of 
loose  cellular  or  of  dense,  firm,  new  connective  tissue.  Under  these 
conditions  the  blood-vessels,  especially  the  veins,  nuiy  be  widely  dilated, 
and  cy^ts  in  varying  number  and  size  may  be  present  (Fig.  532).     Some- 
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times  the  new-formed  dense  connective  tissue  may  l>e  largely  limited  to 
the  surface  of  the  organ,  so  that  the  ulbuginea  may  become  dei\iie  aud 


F  O    532  — Chronic  OofHohitis  with  Dilated  Buh>d-\   jwflb        d    "tsth 
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mation  of  new  dense  tissue  may  be  largely  toiiiined  tu  the  walls  of  the 
arteries,  which  becmiie  pioniineiit  and  tortuous.  Obliterating  endarte- 
ritis is  DOt  infrequent.  The  atrophied  ovaiy  may  )je  hirftely  made  up  of 
thick-walled  arteries  and  of  fibrous  masses  which  ai-e  the  result  of  incom- 
plete resolution  of  the  corpora  Iiitea. 

Occasionally  a  more  or  leas  extensive  hyperplasia  uf  colls  in  the  corpus 
luteum  leads  to  the  development  of  larger  or  smaller  new-formed,  convo- 
luted, nodular  masses  in  the  ovary,  which  are  sometimes  regarded  as 
tumors.'  Sarcomata  of  the  ovary  appear  to  originate  in  such  a  hyper- 
plasia (see  Fig.  .Wtt). 

Tuberculous  Inflammation  of  the  ovitiies  is  rare,  uiul  may  acioiiipuny 
tuberculous  inflammation  of  other  organs,  particularly  the  peritoneum 
and  Fallopian  tul>eH.  It  usually  i-esults  in  the  production  of  dense 
caseous  nodules  of  considerable  size. 

Syphilitic  Inflammation  in  the  form  of  gummafa  is  iim 


Fibroma  is  not  common  nor  usually  of  great  importance.  Such  tu- 
mors may  be  small  or  large.  They  are  usually  dense  in  texture,  and  seem 
often  to  originate  in  the  tissue  formed  in  the  closure  of  the  ruptured 
Oraafian  follicle.  They  may  contain  cysts  or  be  accompanied  by  cysts  of 
the  surrounding  stroma.  Papillary  fibromala  of  the  surface  of  the  ovary 
are  not  infrequent  (Fig.  534).     They  may  contain  cysts  (Fig.  .5:J.')1.  and 


the  growth  may  be  transplanted  from  this  situsilion  tothegenernlpori- 
toneal  surfaces. 

Chondroma  of  the  ovaries  is  described,  but  is  nui';   cartilage  not  in- 
frequently occur.s.  however,  in  dermoid  lysts. 

'  Vol  re<-<-nt  sKuliu-  >.ii  Ihv  natiin-  »r  Dii rpii-  liil.'im.  •>■.■  r,.lw.  \t<-\,.  I.  mik.  Atiut., 

B«l.  Ixu.,  10U3,  p.  T4€:  hIm  Framkd,  Arcli.  f.  Gruukol.,  Ikl.  Iwiii.,  1903,  p.  «(». 
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Leiomyoma  containing  more  or  less  fibrous  tissue  is  of  occasional  oc- 
currence. 

Sarcoma  of  the  ovaries  is  not  common.  It  is  usualiy  primary,  and 
may  apparently  develop  from  the  new-formed  cells  of  the  corpus  luteum 
(Fip.  oS6),  l)ut  may  l>e  metastatic.  It  is  usually  of  the  spindle-celled 
variety,  but  may  contain  areas  of  spheroidal -eel  led  tissue  or  more  or  less 
fibrous  tissue.  Tlio  tumors  may  be  hard  or  soft,  and  are  apt  to  involve 
both  ovaries.     Endotheliomata  may  be  found  in  the  ovaries  (Fig.  5.'i7). 

Carcinoma,  usually  of  the  medullar}-  variety,  may  occur  as  a  primary 
tumor  of  the  ovary.  It  may  be  due  to  a  continuous  extensi()n  from 
neighborinE  organs,  or  more  rarely  it  ii  of  metastatic  origin.  Although 
the  medullary  camnomata  are  the  most  common,  scirrhous,  melanotic. 


Flo.  635. — Fafilloua  or  the  Ovabt. 
Sliows  cyst  with  papilUry  growth  within. 

and  gelatinous  forms  sometimes  occur.     Some  types  of  carcinoma  stand 
in  very  close  relation  with  certain  of  the  cystic  adenomata  (see  below). 

Adenoma  (Cystic  Adenoma;  Compound  Ovarian  Cjrst). — These 
growths,  which  may  occur  in  one  or  both  ovaries,  form  one  of  the  most 
common  an<l  important  classes  of  ovarian  tumors.  They  probably  orig- 
inate in  the  gland  epithelium  of  the  ovary  either  before  or  after  the  for- 
mation of  the  Graafian  follicles.  Some  of  their  most  noteworthy  and  im- 
portant features  depend  upon  their  tendency  to  the  formation  of  cysts. 
It  should  be  remembered,  however,  that  the  primary  lesion  is  a  true  new 
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formation  of  glandular  tissue,  ami  not,  as  in  the  case  of  most  cysts,  a 
transformation,  by  retention  or  otherwise,  of  pre-existing  structures. 

The  growth  primarily  consists  of  a  fibrous  stroma  in  which  are  tubu- 
lar follicles  lined  with  cylindrical  epithelium — yiandular  type.  Or,  in 
some  cases,  it  consists  of  papillary  outgrowths  from  a  fibrous  stroma, 
which  are  covered  with  cylindrical  epithelium — papillary  type. 

Glandular  Cystadenoma. — There  is,  as  above  stated,  a  marked  ten- 
dency, in  this  form  of  adenoma,  to  dilatation  of  the  follicles  by  a  senii- 
ftuid  material,  and  the  formation  of  cysts.  There  may  be  a  number  of 
follicles  equally  dilated,  so  as  to  form  a  number  of  cysts  of  moderate  size 
(Fig.  538) ;  or  a  few  follicles  are  greatly  dilated  to  form  a  large  mulliUKu- 


FiG.  KW.   -(' 


lar  cyst  with  but  few  compartments  (Fig.  o'-i'.i).  The  walls  of  the  cysts 
may  fuse  together  and  be  absorbed,  so  as  to  form  one  large  cyst  divided 
by  incomplete  septa — unilocular  cysts.  The  stroma  in  whiih  the  follicles 
and  cysts  are  embedded  may  be  largely  developed  or  very  scanty. 

The  walls  of  the  larger  cysts  are  composed  of  fibrous  tissue  which  is 
dense  in  the  outer  layers,  more  cellular  in  the  inner,  upon  which  the 
epithelium  is  placed.  They  may  he  thin  and  nieml)ranous,  or  there  is 
upon  their  internal  surfaces  an  intracystic  growth  compose<l  of  a  fibrous 
stroma  and  tubular  follicles.  These  secondary  follicles  may  also  be  tilled 
with  fluid  and  form  larger  and  smaller  cysts.  The  intracystic  growths 
may  be  so  large  as  to  fill  up  the  original  lysts.     Sometimes  the  intracys- 
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tic  growth  presents  very  little  dilatation  of  its  follirles.  so  lliat  the  entire 
tumor  has  more  the  character  of  a  solid  growth  than  of  a  cyst. 

The  cylindrical  epithelitim  lining  the  cysts  usually  forms  a  single  layer 
(Fig.  540),  but  several  layers  often  irregular  in  thickness  may  form,  and 


owing  to  the  accunuilalion  of  fluid  the  cells  m.y  become  flattened  and 
atrophied,  or  they  may  be  fatty  or  desquamated.     The  contents  of  the 
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cysis  differ  cunsiderably  in  different  eases,  :ind  even  in  different  cysts  in 
the  same  case.  They  may  he  touf;h  and  mpy,  or  gelatinous  or  serous; 
transparent  and  colorless,  or  yellow  or  reddish,  or  reddiah-hrown ;    or 


showing  largp  rytrti 


they  may  he  tiirl>iil  and  colorlcsw.  or  variously  colored— red.  hrown,  or 
chocolate. 

Chemically  the  cyst  contents,  when  ihick  and  ropy,  include  mucin  or 
paralhumin,  and  perhaps  other  less  well-known  lompounds  helouiiin^  to 
the  same  class.  It  is  probable  that  the  contents  of  these  cysts  are.  so  far 
as  the  mucin  and  paralbumin  are  concerned,  producer!  by  a  metamor- 
phosis of  the  protoplasm  of  the  lining  cells,  similar  to  that  liy  which  the 
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mucin  Is  produred  in  the  mucous  glands  and  in  mucous  membranes. 
The  cylindrical  cells  often  present  the  form  of  the  so-catled  "beaker 
cells."  and  in  some  eases  the  mucous  contents  of  the  cysts  are  seen  to  Ije 
continuous  with  the  similar  contents  of  the  beaker  cells.     It  is  probable 


Km.  540, — CraTiDENi 

that  much  of  the  fluid  contents  of  the  cysts  comes  from  simple  transu- 
dation. 

Microscopically  the  contents  of  these  cysts  present  also  considerable 


variation.     We  may  find  almost  no  structural  elements,  or  there  may  be 
red  blood  cells  in  variable  quantity,  and  leucocytes  in  various  stages 
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of  granular  or  fatty  degeneration  or  of  disintegration.  There  may  be 
cylindrical,  or  flattened,  or  polyhedral  cells,  either  well  preserved,  swol- 
len, or  ill  a  state  of  fatty  degeneration,  or  fragments  of  these  cells.  It 
is  these  various  forms  of  cells,  often  more  or  less  swollen  and  in  a  con- 
dition of  more  or  less  well-marked  granular  and  fatty  degeneration,  which 
have  been  considered  characteristic  of  the  ovarian  cysts  and  are  some- 
times called  Drysdale's  corpuscles.  While,  however,  they  are  of  frequent 
occurrence  under  these  conditions,  they  are  by  no  means  pathognomonic, 
since  we  find  them  in  the  contents  of  various  kinds  of  cysts  and  cavities, 
where  the  cells  are  undergoing  degeneration.  In  addition  to  the  above 
structural  elements  we  may  find  free  fat  droplets,  cholesterin  crystals, 
pigment  granules,  and  more  or  less  granular  detritus.     The  gelatinous 


FlO.    542— Mt-LTIPLE   PapiUjjKt  CthTs  Ol 
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material  filling  these  cysts  is  sometimes  called  colloid,  and  Ihc  cysts  are 
frequently  called  colloid  cysts. 

Numerous  secondary  changes  are  liable  to  occur  in  these  cysts.  The 
cells  may  peel  off.  the  walls  of  the  cysts  atrophy  or  Iiecome  calcified. 
Suppurative  inflammation,  perforation  into  the  peritoneum,  bladder, 
vagina,  or  rectum:  ha'morrhage.  gangrene,  eti'.,  may  occur.  .As  a  i-e- 
Bult  of  chronic  productive  processes,  the  cyst  walls  may  hecome  thick- 
ened and  extensive  adhesions  may  form,  ('ar(im)ma  may  develop  from 
these  tumors. 

I'apiUarij  f'l/.Wat/cnnwin.— This  type  of  cystadcnoma  was  formerly  re- 
garded as  but  a  variety  of  the  form  above  described — a  variety  charac- 
terized by  papillary  outgrowths  in  caidiflower-like  tufts  from  the  walls 
of  the  cysts,  which  often  in  large  degree  fill  the  cyst  spaces  (Fig.  541 1. 
There  appears,  however,  to  be  sufficient  evidence,  both  anatomical  and 
clinical,  to  ju.-^lify  the  -separation  of  the  papillary  from  the  ghin<lular 
form  of  cvstadenoma. 
90 
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The  pupillury  (■ystadciu)mata  aiv  not,  as  a  nilo,  us  larjie  as  the  sland- 
ular  form.  The  cystH  are  fewer  and  they  do  not  contain  colloid  material. 
The  papilhiry  outgrowths  often  break  through  the  cyst  walls,  and  may 
l>e  transphinted  to  the  peritoneal  or  other  surfaces  in  the  form  of  multiple 
cystic  or  papillarj'  tumors  (Fig.  5421.  The  papillEP  and  cyst  watb  may 
l>e  lined  by  cylin<lrical  and  often  by  ciliated  epithelium.' 

Folliciilar  Cysts  of  the  Ovary. — The  (iraafian  follicles  may  l>e  dilateii  so 
as  to  form  cysts.  This  may  occur  in  one  or  both  ovaries,  and  the  cysis 
may  Ik*  small  or  large,  single  or  multiple  (Fig.  54;ii.  They  are  usually 
found  after  middle  life,  but  may  occur  during  youth,  childhood,  or 
even  in  the  fd'tus.  The  follicles  dilate  from  the  accumulation  of  fluid 
within  them:  the  ovum  is  destroyed,  the  epithelium  flattened.  The  con- 
tents are  usually  sen)U8  and  colorless,  but  may  be  viscid,  turbid,  purulent, 
or  variously  colored,  red,  yellow,  or  brown.     The  ovary  may  be  crowded 


with  numerous  cysts  of  moderate  size,  whose  adjacent  walls  may  coalesce 
and  atnij)hy,  forming  comnumications  between  them.' 

A  variety  of  this  type  of  cyst  is  formed  by  the  dilatation  of  a  corpus 
Uiteum  either  with  or  without  the  hyperplasia  of  the  wall. 

Dermoid  Cysts  (Teratomatai.^These  cysts  may  Ije  uni-or  nudtiloeu- 
lar,  are  usually  of  moderate  size,  but  sometimes  l)ecome  as  large  as  a 
man's  head  or  hirger.  Their  fibrous  walls  may  \>e  thick  or  thin,  ami 
porli<)Us  (if  the  internal  surface  may  ])rescnt  moi-e  or  less  completely 
dcveliiped  culicular  structures,  such  as  corium,  papilhc,  epidermis,  hair  = 
and  hair  follicles,  sebaceous  glands,  etc.  The  cavity  may  contain  a  thick, ' 
whitish,  greasy  material  composed  of  flattened  epithelium,  fat,  or 
cholcstrriii  crystals.     Or  the  cavity  or  walls  may  contain  masses  of  ir- 

'  l'i.r  ri'fr'n'iK'r'  >.>  1.l1.lli,Kn>i>)iv  of  lli.".'  ovariun  i-vK  >,■,■  ltH«.fil, .Uihii*  Hopkinii Hi»p. 
Bull..  V..I.  X..  p.  Ill,  ISIHI. 

'r.  K-ihl-lni.  Zi.-KliT'-  ll.itr..  H'l.  Nxvil,  p.  I.  nM)ii.  Iillil. 
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regularly  formed  hair  (Fig. 
544),  teeth,  bone,  (jartiliige, 
striated  muscle,  :inil  nerve 
fibres  and  rells.'  Such  gniwtlis, 
which  are  of  embrjoiiul  urijiiii, 
may  exist  for  many  years  with- 
out causing  inconvenience:  but 
inflammatory  changes  may  oc- 
cur in  them,  leading  to  adlie- 
sions  and  perforations  into 
adjacent  organs.  They  may 
form  the  nidus  for  the  devel- 
opment of  carcinoma,  clwtrion- 
epithelioma  (see  p.  772),  and 
other  tumors,  or  they  may 
calcify. 

In  addition  to  the  above- 
described  adenoid,  <iernioid, 
and  simple  follicular  cysts, 
there  are  a  number  of  com- 
posite forms  of  not  infrequent 
occurrence.  Thus,  in  connec- 
tion  with   dermoid   cvsls  or  sc 


broad  ligament,  are  usually  small,  Ii 


ntcly,  there  may  be  simple  ciliated 
cysts  or  those  which  partake  of  the 
<haracters  of  both  adenoid  and  der- 
moid cysts.  These  may  be  niulti- 
locTilar  and  Im  lined  with  flattened, 
cylindrical,  or  ciliated  epithelium. 
and  may  contain  e]>idermal  cells, 
iholesterin  or  mucin,  etc. 

Small  cysts,  sometimes  jwdicu- 
latod,  sometimes  not,  of  doubtful 
origin  and  usually  of  no  special  sig- 
nificance, are  fi-equently  found  grow- 
ing from  the  broad  ligament  near 
the  ovary.  Tlie  walls  are  usually 
very  thin,  lined  with  flattened  epi- 
thelial cells,  and  the  contents  se- 
rous (Fig.  ;'i4")l. 

Trriitiimiila  not  cystic  are  of  oc- 
casional occurreiu-e  in  the  ovari'.' 

Cysts  of  the  Parovarium,  lying 
between  the  peritoneal  layers  of  the 
be  as  large  as  a  man's  head. 


B>l.  dvi,.  )>,  1.  ISIK),  )>ihl. 

'Conmilt  WilmK.  Yai-kU-t'-'  Iti-ilr. 
of  views  see  Aiifpncb,  Hull,  iriiiv,  I'm 
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They  are  usually  lined  with  ciliated  epithelium,  hut  winneiinies  with  flat- 
tened non-ciliated  cells.  The  contents  may  he  serous,  or  may  be  thick 
and  contain  mucin  and  paralliumin. 


The  Fallopian  Tubes. 
If  alfortoationa . 

AWnwot  lK>lh  liiU's  occurs  willi  absence  utlliciiicnis,  diic  uil>e  may  bcsbscnl, 
with  srrpHlod  ilcvcliipniciil  of  t lie  com gpoii'.liiifc  xiilcor  llic  iitcni".  Itiilh  lulx-s  may  l>e 
imperfectly  dcvclciiMil:  ritlicr  iif  th?ir  cniln  may  !«■  clcwoil:  llii-y  may  lie  inserted  into 
the  utcMiis  at  an  abnormal  jiloce:  they  nmy  leniiinalc  in  1  ko  or  1  lirec  alxioiiiinni  oKliu 

Changes  i 

The  Falliipian  tubes  may  partiriimle  in  the  vnrimiH 
ovarieo:  but  they  an-  iiiixtt  rn'i|ueiitly  iliRpLiccd  by  (he  c 
in  perimetritic  and  (leriiivarial  inflnnnnatiiins. 

The  liinien  of  the  till*  may  I*  partially  or  dniiplcttly  i-liiscil  as  the  r<'Siilt  of  in- 
flamtiialion  of  the  miicotis  membrane;   of  [leritoniiis  al«iul  tlie  ti  ml  male  I  oiireniity: 


Fosition  and  Bi>e. 


of  tiiniors  or  inflainmution  of  the  uterus:  or  by  pn-s 
tuniorH.  dr.  It  may  U-come  oliipiHi!  by  pliiB«  of  n 
l)ilatatii>n  of  the  luln-H  may  Iw  pHHluced  by  :in 
cMKlatiiiii.  when  there  is  |>arliui  or  complele  Htenosii 
ililatalicm  tnay  l>e  niiKJerale.  m>uveriin)C  llie  IuIh'  im 
taining  luiirouM  iir  nenius  fluiii;  it.  more  rjrcly.  hirip 


[lation  of  catarrhal  or  ollic 
e  [Hinion  of  the  tube.  Th 
uous,  sacculated  canal  eiii 
lay  fonn  containing  sever 
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]|(tIh  the  cpitlicliiim 

:1  with  pii8  iir  blood.  Kiip- 
'vpii  filial  hii'morrliam  may 
H  found  spriii^nx  fnuil  tile 


pminilx  r)f  Bprotis  Huiil— /<i;</r<«a(;i(»j '  (Fip.  .'l^li1.     As  llio  lliiiit 
niay  lievumc  flalli'iicil  or  futty  or  may  iU-N<|iinmHtc     InlliiiiiuiH 
the  wallii  of  the  (likteil  lube  iinil  the  etinleiits  inaj 
tureof  thcilil!i*p(i  iiila-  swiietiiiics  oectini;   or  sei 
take  plaee  into  ilK  eavity.     I'lipillory  growths  an' 
inni-r  wall  of  tUc  cyst. 

HJBXOaBHAOE. 

Hainon-hiiKe  i:i!o  llie  tiilie  iiiiiy  ot-Ltir  in  |>iiprix*i'!'!  wonieii  with  retro- 
veisicHi  of  the  iitciiis.  with  jiliottioiis;  haitiiituinolni  and  tuhal  pres- 
naiiey  ;  in  acute  infftioiis  (lisea^iea.  The  Mimii  may  iiiKlcijrn  deKPnera- 
tive  changes  and  he  hiifiely  alisorhcd,  or  it  may  escape  into  tlie  poritonpiil 
cavity  and  incite  peritonitis. 

INFLAHHATION.     (SalpingitU.) 

Catarrhal  Inflammation  of  the  iniu'uim  momhratie  of  the  Fallopian 

tiihes  cuinnirinjy  orcuis  in  ciinnection  with  endometritis),  fiequenlly  in  the 

puerperal  condilion.     In  the  acute  «t:i{!;e  tlic  niucoiiH  menilirane  is  hy- 

pera'mic  andsvvnllcii.nnd  cnvered  with  a  niiicouswr  niuco-purulent, often 


hloody  exudate.  Tlio  infhiminatinn 
it  more  fi^efincntly  l)ri'(inies  rltmrir 
.".ilhesiona,  thicl;oiiin;:  nf  the  wr.lls, 
fti'.:  or  tlie  niiii'on.s  meinliraiir  iiiai 
ciitRrov.-th.  Sm-li  papillary  masses 
the   .iccumulatiim    of    fluid,   cyst-li 


•>r  J' 


r..-i.l|;;ii 


li  full  li 


',y  suiiside.  l-vivin;;  ii(i  lesion.^.  Imt 
lid  may  llieii  result  in  pcri'.tiiieal 
!lrr:iriiin  nf  the  tiil«'s.  dilatatiiin, 
ideru'o  liyperphisia  with  papillary 
Liy  partially  ciudeace.  fonninc,  »m 
caviiifs   lined    with   epithelium. 
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i(-le\v;iHnf  llH"tllt.e 


,■  1.C 


H-iiiicil  with  tliese 


Hypciphisiaof  tlip 
ciuulitiims.' 

Suppurative  Salpingitis.  -(':ili(rrti:il  iiiMannntilion  of  t)ie  iiiiu-nii^  nipm- 
braiie  may  assume  a  nn|)purativo  churactpr.  siinietinips  in  cnnupct ion  witli 
pmT|K'ral  inctrilis  and  periloiiilis,  ami  uftcn  as  a  result  iif  Konorrha-a! 
iufciliori.  I'lulor  lliese  lonililitnis  tlie  wall  of  the  liilie  may  I>o  involved 
ami  pus  may  exude  fioin  the  abdominal  emls.  It  is  [UfhriiH,  in  many 
cases  iif  sTi])puniiive  salpin^iti:)  assof-iated  with  peritnnitis.  ti>  say  which 
is  the  primary  lesion. 

If  llie  alidomimd  end  of  the  tul>e  he  closed  iiy  adhesions  or  otherwise 
there  may  lie  a  consideiiihle  collection  of  pus  in  the  Iniies.  cansinjE  dila- 
tation /j'/riW/iiH.r  (Kiss.  547  and  54Si.  Such  a  lollcctiiin  may  rupture 
into  the  ]tcnti>rieal  cavity.  <ir  the  pus  may  escape  into  a  cavity  shut  in  liy 


I'm.  &**.— Hvof 
Sbuwinit  K  r>-iit-like  ilutcntio 


if  llic  UFcliKltil  lube. 


adhesions,  or  may  i>crf(iratc  into  the  intestine  or  hhuUler.  Or  it  may 
dry  and  finally  heconie  calcified. 

Suppurative  salpinfritis  i«  mcwt  commonly  incited  hy  the  gonoeoccus 
or  the  pyiifienic  hacteria. 

Tuberculous  Salpingitis. — The  leshms  ai-e  most  fretpienlly  seen  in  the 
later  stajies  of  the  process,  when  the  mucous  niemhrnne  is  partially  or 
entirely  converted  Into  a  thick,  caseous,  often  ulceralin^;  layer  (Fig.  54',»i. 
The  lumen  of  the  tubes  may  be  dilated,  and  tlic  walls  thickened  from 
ehroiiic  inflammation.  This  lesion  may  ix'ciir  by  itself,  or  may  be  asso- 
ciaicd  Willi  lubercidous  infiammaiion  of  the  lungs,  or  of  the  other  genito- 
urinaiy  nri^aiis.  or  of  ibe  peritoneum.  It  usually  commences  at  the 
abdominal  ends  of  the  tubes,  and  both  lul>es  are  apt  to  be  involved. 

Syphilitic  Inflammation,  manifested  bv  a  diffuse  fibrous  thickening  of 
the  wall,  has  iH'cn  described. 
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TUKOBB. 

Small  fibromata  and  fibro-myomata  sometimes  oircur  in  the  wall  of  the 
tiil>es  or  in  the  fimbriae.  Small  Upomata  have  lieen  seen  between  the 
fnlda  of  the  lirond  hRament  in  close  oonnerlion  with  the  tubes.  Papillo- 
ntata  are  rare. 

Carcinoma  of  the  tubes  is  usually,  if  not  ahvaj's,  secondan.'  to  carci- 
noma of  the  uterus  or  the  ovaries. 

Cysts,  usually  of  small  size,  sometimes  pediculated  and  with  thin 


walls,  are  frequently  seen  in  the  peritoneal  coverinf;  of  the  tube 
the  fimbria'.  They  are  lielieved  to  be  of  cmliryonal  oriiiin-  Co 
tion  cysts  of  llie  tul>o.<  and  ovaries  arc  of  ocrasiona!  oi-cun-onfc- 
ovarian  cysts,' 

DilataTion  of  tlir  tubes,  as  above  described,  may  cniivcrt  llic 
cvst-like  stnictir.p.-!. 


TiB.M,  rJiEiiNANi  V.  — Tlif  iiiiprecnatcci  nvi 
<>  1)).'  iLfriis,  iiiiiy  U-c>iac  fixol  in  the  tub 
)ri'>n  ftn™  inl'i  the  niiioinis  niciiibranp  of  llii 


'Uterine  Pregnancy. 

II  »>mc  U'liv  liinilcri'il  from  [.ussjiis 
.1  tlicre  <l<-vi'li>t>.  Till-  villi  of  tlic 
i\  fiiraiiiiK  an  iiininiplctr  (ilacciita. 


79^  THE  REPRODUCTIVE  ORGANS  OF  THE  FEMALE 

Rare  cases  are  rccordctl  in  which  the  placenta  was  situated  in  the  litems  while  the 
fcetns  was  develojxHi  in  the  tube.  The  embryo  and  its  membranes  are  developed  until 
they  reach  such  a  size  that  the  tube  surrounding  them  ruptun^s.  This  may  occur  in  the 
first  month  or  not  until  much  later.  In  rare  cases,  when  the  wall  of  the  tube  was  ex- 
tensively involved  in  the  formation  of  the  placenta,  the  development  has  gone  on  until 
term.  The  ovum  may  remain  in  the  tube  after  the  rupture,  or  may  escaj)e  into  the 
peritoneal  cavity,  still  enveloj)ed  in  its  membranes:  or  the  membranes  may  l)e  ruptured 
and  left  in  the  tube.  The  rupture  is  generally  attended  with  fatal  hjpmorrhage.  In 
some  cases  death  is  caustnl  by  the  rupture  of  a  dilateii  vein  while  the  tube  is  still  intact. 
Haemorrhage  into  the  sac  may  occur  before  its  rupture. 

In  rart*  ca.ses  death  d(H»s  not  take  place  and  the  f<ptus  is  shut  in  by  adhesions  and 
false  membranes.  The  embryo  soon  dies.  There  may  Ik?  a  slow  absorption  of  the  soft 
parts  of  the  foetus,  the  bones  are  separateil  and  left  eml)edded  in  a  mass  of  fibrous  tissue, 
fat.  cholesterin,  and  pigment;  or  the  foetus  retains  its  shape  and  becomes  mummified, 
and  may  then  be  encrusted  with  the  salts  of  lime  (lithojwdion). 

On  the  other  hand,  degeneration  and  gangrene  of  the  f<ptus  may  take  place  rapidly, 
i^ith  inflammation  and  suppuration  of  the  surrounding  tissue.  There  may  be  perfora- 
tion and  escatx!  of  the  broken-down  foetus  through  the  rectum,  vagina,  bladder,  or  ab- 
dominal wall.  The  patient  may  die  from  peritonitis  or  exhaustion,  or  may  recover 
after  the  escape  of  the  foetus.  In  some  cases  the  foetus  may  escape  through  a  rupture 
of  the  tube  into  the  space  betwet*n  the  folds  of  the  broad  ligament. 

In  TuBo-ABDDMiNAL  Pke(jnancy  the  development  of  the  ovum  is  in  the  fimbriated 
extremity  of  the  Fallopian  tube.  Adhesions  are  formeil,  so  that  the  foetus  is  partly  in 
the  end  of  the  tube  and  partly  in  the  abdomen. 

Interstitial  Pregnancy. — The  ovum  in  these  cases  is  arrestetl  and  developed  in 
the  portion  of  the  tube  which  passes  through  the  wall  of  the  utenis. 

Abdominal  Pregnancy. — Tlie  ovum,  after  escaping  from  the  ovary,  may  not 
enter  the  Fallopian  tube,  but  may  become  fixed  to  the  peritoneum,  usually  near  the 
ovary,  and  develop  in  that  position. 

Ovarian  Pregnancy. — The  existence  of  this  form  of  pregnancy  is  doubtful  and 
difficult  to  prove,  but  there  arc  some  cases  in  which  it  seems  probable  that  the  o\'um 
develops  in  its  Graafian  follicle.  The  placenta  may  be  attached  to  the  tube  or  to  the 
abdominal  wall. 


The  Mamma. 

Kalformations. 

Arrest  of  development  of  the  mammic  occurs  with  arrest  of  development  of  the 
other  n'pro<luctive  organs,  and  less  fretpiently  alone. 

One  or  both  mamin:e  may  be  absent.     Absence  of  the  nipple  is  more  common. 

Suix^rnumerary  mammip  and  nipples  have  lx}on  observed  in  a  number  of  cases;  the 
glands  may  all  secrete  milk  during  lactation. 

Too  early  development  of  the  mamma?  is  sometimes  found  in  young  children  in 
connection  with  abnormal  development  of  the  organs  of  generation. 

HJEMORRHAGE. 

In  yoiiiiK  women  who  suffer  from  amenorrh(ea  or  dysmenorrhcra, 
.<5mall  hiem()iTha^e.s  .sometimes  occur  in  the  mamma?  at  the  time  of  men- 
struation. The  blood  mav  find  its  wav  into  the  milk  ducts  and  exude  in 
.'^mall  quantities  at  the  nipple. 

Contusions  of  the  breast  may  produce  extravasations  of  blood  in  the 
mammary  ^hind  or  the  surrounding;  connective  tissue.  This  may  be- 
come absorl)e(l.  or  mav  remain  and  l)C  surrounded  V)V  fibrous  tissue  or  be 
cr)n verted  into  cvsts. 
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INFZ^KHATION.    (Xastitia.) 

During  lactation  the  nipple  is  liable  to  become  inflameci,  and  ulcers 
and  fissures  may  form. 

There  is  a  form  of  eczematous  inflammation  of  the  nippie  and  areola 
which  tends  to  ulcerate  and  in  which  carcinoma  may  originate.     This 


«&-*' 


■'V^V^^,''??^' 


E  Uabtitia  in  tmk  Xo.« 

tme;  r,  ilpniic  rollivtioiis 

lubulc  will)  |)us. 


is  known  as  Papet's  disease,  and  was  at  one  time  tliouglit  to  lie  due  to  the 
presence  iif  cnccidia. 

Acute   Exudative  Inflammation    (Mastitis). — This   occurs   most    fre- 


quently iltiririi;  IjK'tjitiun;    it  jiImi  occurs  diuiiii:  priTnai 
ally  in  wiuncn  who  are  neither  pregnant  n^r  nursing. 
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The  prot-ews  may  involve  the  subcutuiicouii  tonnective  tissue,  tlie 
ghknd  itaetf,  or  the  tonnet-tive  tissue  between  the  gland  and  the  wall  of 
the  thurax.  The  inflamed  tissues  are  at  first  congested,  swollen,  hard,  and 
painful.  The  infliiinmat ion  may  stop  at  this  ]>nint  and  resolution  may 
take  place,  but  more  frequently  it  is  succeeded  by  suppuration.  If  the 
inflanimaticm  involves  the  subcutaneous  connective  tissue  the  abscess 
may  be  superficial  and  may  soon  open  through  tiie  skin.  If  the  gland  be 
involved  one  lobule  after  anotlier  may  become  affected  (Fig.  550),  so  that 


of  thne  Icaiooa  together  in  uniuuftl. 

sTiccessive  abscesses  are  formed.  If  the  connetllve  tissue  beneath  the 
gland  be  inflamed  a  deep  abscess  of  large  size  may  I>e  formed,  which  usu- 
ally perforates  through  the  skin,  but  sometimes  into  the  pleural  cavity. 
In  both  these  latter  forms  of  abate.ss  there  is  apt  to  l>e  necrosis  of  large 
portions  of  tissue.  These  al)flces.-ies  may  cicatrize,  or  they  may  pass  into 
a  chn-nic  condition  and  remain  for  a  long  time  as  suppurating,  (i.stuloua 
tracts.  Suppurative  mastitis  is  usually  due  to  the  presence  of  Strepto- 
coccus and  Staphylococcu.i  pyogenes. 

In  new-born  children  tliere  is  often  a  painful  swelling  of  the  breasts, 
which  usually  subsides  in  a  few  days,  Iml  niiiy  go  on  to  suppuration. 

Epidemic  parotitis  is  sometimes  complicated  by  mastitis. 
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Chronic  Inflammation  of  the  iiitcislitial  cmiueetivc  tissue  of  the  mam- 
mary gland  may  I'csult  in  tiie  formation  of  dense  eonuective  tissue  (Fig. 
551),  with  or  without  cystic  dilatation  of  the  milk  ducts  and  atrophy  of 
the  glandular  elements.  Acute  exudative  inflammation  may  occur  in 
a  gland  which  is  the  seat  of  chronic  inflammation,  and  altscesses  may  be 
formed. 

Cystic  Hyperplasia. — About  the  time  of  the  menopause,  when  the  mam- 
mary gland  undergoes  involution,  the  fibi-ous  tissue  is  apt  to  increase. 
This  fibrous  hyperplasia  may  be  excessive,  and  is  then  frequently  asso- 
ciated with  a  cystic  dilatation  of  the  smaller  duels.     The  epithelium  may 


become  atrophied  or  it  may  proliferate,  and  frciiuently  forms  papilhtry 
projections  into  tlie  dilated  ducts.  This  cystic  liypor])liisia  of  the  mam- 
ma, when  the  e])itheliid  chanjies  are  marked,  is  Mcarccly  to  be  difTcrcnti- 
ated  from  adenoma,  to  which  indeed  it  proliably  frc<^|urritly  leads.' 

Tuberculous  Inflammation  of  the  mammary  gland  and  its  e.xcnMory 
ducts  is  of  occasional  oci-urrence.  It  may  manifest  itself  in  the  form  of 
miliary  tubercles,  larger  and  smaller  caseous  musses  "f  new-fornicd  tissiie, 

>ror.i  xtiKly  iiF  tlii- l.-loii  willi  lillilii>Ki«pliy  >,;■  (;r.,».:t.,li  BiuMI,>rl--.ll..],.nr.  iif  M<"1. 
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or  colli  nbsce:$ii«a.'     The  association  of  tuberculosis  with  carcinoma  of 
the  mamma  (Fig.  552)  is  rare. 


Syphilitic  Ulcers  nuiy  occv.r  in  the  nipple  either  as  primary  chancres  or 
as  niuiiiiis  iialflies.     (iuniniy  tumors  have  IxH'n  observed  in  the  mamma. 
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Hypertrophy, — There  may  be  a  (leueitd  hypert i-opliy  of  one  or  hotli 
breasts.  This  is  usually  found  in  yoiuic,  ininituried  women,  liul  some- 
times in  women  in  ailvametl  life.  The  Rlaml.i  nisiy  lie  symmetrica  I  ly 
nnd  exoessively  enlarged  (Fip.  nitti).  There  ij  un  im-rease  in  Itotli  the 
glandular  and  the  connective-tinsue  elements  of  tlieorsan'  (Fips.  554 
and  555). 

TUMOKS. 

Fibroma.— ("ire  11  ni scribed  tumors  composed  of  connective  tissue  me 
8ometinic»  found  in  the  breast.  They  iirc  dense  and  hard,  aiul  may  en- 
close Motnc  of  the  ^land  ducts  and  acini. 

hilrarunalictilar  Fibroma. — These  tumoi-s  are  formed  by  u  iliffnse 


growlli  ..f  (■i,[incc|ive  tissue,  and  a  yi-owlh  of  polypoid  fibrous  lum< 
froDi  llie  wall.--  of  the  milk  duds  into  iheir  cavities  leadimi  to  dilatniii 
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The  slanduhir  iwini  may  be  atrophied,  or  cnhirftcil,  or  cystic.  A  section 
of  such  a  liinior  loolis  like  a  solid  itiiiss  of  filmtiis  tissue,  divided  by  clefts 
and  fissures  liued  with  cylindrical  or  cuboidal  epithelium  (Fig.  556).  or 
fibrous  tissue  containing  cysts  into  which  project  polypoid  fibrous  out- 
growths fnim  the  walls.  Sometimes  the  new-formed  fibrous  growths  into 
the  dilated  ducts  are  adenomatous  in  character,  containing  many  new- 
formed  irregular  acini  (Fig.  5.571.  Such  tumors  may  be  called  itUra- 
cnnalicular  Jibro-adfnomala.  These  tumors  prow  slowly,  but  if  left  to 
themselves  may  reach  an  enormous  size.  The  skin  over  them  may  ulcer- 
ate and  the  tumor  project  through  the  opening  in  fungous  masses.  They 
may  I>e  associated  with  interstitial  filirous  hyperplasia  of  the  gland. 

Pericanalicular  Fibroma. — Sometimes  the  new  connective  tissue  forms 
n  more  or  le.ss  thick  cylindrical  investment  of  the  duct  without  growing 
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u  gmwiDg  into  k  duet. 


into  its  lumen.  This  formation,  which  is  shown  in  Fig.  55S,  is  some- 
times called  pericanalicular  fibroma. 

Myxoma. ^This  form  of  tumor  may  occur  as  a  circumscribed  growth 
replacing  part  of  the  mamma,  or  it  may  l>e  developed  in  the  same  way 
;is  the  intracanalicular  fibromata.  It  is  not  uncommon  in  these  intra- 
canalicular  tumors  to  find  a  combination  of  filirous,  mucous,  and  sarcom- 
atous tissue  in  the  same  tumor. 

Osteoma  and  Chondroma  are  nii'e  forms  of  tumor  in  the  mamma. 
A  few  cases  have  been  described  in  which  they  were  combined  with  car- 
cinoma or  with  sarcoma.     O.-iteochondroma  is  described." 


1.. --.irtilaitinoii.  nnd  biiny 
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Adenoma. — Tumors  composed  of  glandular  acini  and  ducts  surrounded 
hy  connective  tissue  are  of  frequent  occurrence  in  the  mamma  (Fig, 


Fio.  558, — PericaK: 


559).     They  are  either  single  or  multiple,  or  severni  may  I*  developed 
successively  in  the  same  breast.     They  grow,  as  a  rule,  at  first  slowly, 


fiirm  mid  grouping  an  1   ix  l\e   mgulan  v  uf  r   r  rj 
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afterward  more  rapidly,  llieir  structure  may  be  further  complicated 
by  the  dilatation  of  one  or  moi-e  of  the  ducts  which  compose  the  tumor 
into  cysts,  and  tiie  ingrowth  of  connective  tissue  from  the  walls  of  these 
cysts.  This  growth  is  often  in  papillaiT  form — /lapillary  cystadenoma — 
(Fig,  560).  A  case  of  cystic  adenoma  with  ciliated  epithehum  baa  been 
de3cril)ed.' 

WhiJe  preserving  the  gland  type  the  adenomata  present  great  varia- 
tion in  the  form  and  grouping  of  the  epithelial  cells  of  the  ducts  and  acini, 
so  that  here  as  elsewhere  various  intermediate  forms  may  be  found  lie- 
tween  adcnonm  and  carcinoma.'  The  new-formed  glandular  epithelium 
often  presents  two  types,  one  in  which  the  cells  are  fairly  distinct  and 
cubotdal  or  cylindrical  (Fig,  561),  and  the  other  in  which  the  cells  pro- 
ject into  the  lumina  in  irregular  masses  (Fig.  5(i2l, 

Sarcoma. — These  tumors  may  develop  in  a  nodular  or  diffuse  form 
and  may  largely  noplace  the  gland,  or  may  form  intraeanalicular  growths. 


^^ 


FiQ,  560,— Papillary  Oi 


They  may  be  of  the  round  or  spindle-cell  type;  they  often  become  very 
large,  and  ulcerate.     Metastasis  in  the  axillarj'  lymph-nodea  is  usual.* 

Primar?  Carcinoma  of  the  mamma  is  most  conmion  in  women  t)e- 
tween  the  ages  of  thirty-five  and  fifty-five,  biit  it  sometimes  occurs  in 
women  not  over  twenty,  and  sometimes  in  old  persons.  It  occurs  in 
either  breast,  in  the  right  rather  more  frequently  than  in  the  left, 
but  sometimes  in  l>oth.  The  growth  begins  more  frequently  at  the  pe- 
riphery of  the  gland  than  at  its  centre,  and  more  frequently  in  the  upper 
edge  of  the  gland  than  in  any  other  place. 

The  gnnvlh  most  frequently  begins  as  a  snudl,  circumscribed  nodule. 
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which  enlarges  and  involves  more  and  more  of  ihc  breast;  sometimes, 
however,  it  is  diffuse  from  the  first,  and  sometimes  it  begins  in  the  nipple. 

It  may  infiltrate  the  adjacent  tissues  and  the  axillary  and  cervical 
glands,  and  form  metastatic  tumorw  in  diffei'ent  parts  of  the  body.' 

The  local  extension  of  carcinoma  often  takes  place  throufth  the  lymph- 
veasels  which  pass  along  the  fibrous  tralwcula*  of  the  perip:landular  fat; 
so  that  bands  of  fibrous  tissue  harboring  tumor  cells,  with  their  active 


5^-;^?^^. 


¥ta.  S61. — Adenoma  of  thb  Mauua, 
Type  of  Bcini  lined  with  iliict  ppitlicliun 


capacity  for  growth,  may  extend  far  from  the  central  mass  (Fis-  HG-i)- 
Fibrous  bands  of  such  significance  are.  in  the  early  stages  of  extension, 
not  to  be  differentiated  from  the  normal,  either  by  the  touch  or  l>y  the 
eye.  Even  with  the  microscope  it  is  often  impossible  to  determine 
whether  small  sphei-oidal  or  polyhedral  cells  which  are  luit  charsu-ter- 
isticaliy  grouped  in  these  fibrous  I>ands  are  epithelial  in  character  or  not. 


, ...  ..    -'A 
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It  is  such  cells,  frc.]iicmly  left  behind  in  i.llicr  tlrm  tlK.nuvdi  opcratiniis. 
which  give  rise  to  local  rocun-eiice. 

Th(!  iiicdiilhirii  and  jibiwii'  types  arc  must  c.-iuii ;    the  u'l'i'- '"■"■'  's 

rare.  In  anv  of  these  forms  of  cancer  there  may  be  cystic  dilalation^  <.f 
the  .lu.'ts  aild  a.^ini.  Ki.ith.iiomn  may  f.-im  at  the  nipplo.  S,<;».-I«n, 
cnrnH"("n  of  the  mamma  is  rare.  Hclraction  of  llic  nipple  is  common  in 
later  stages  of  fibrous  ty|ics  of  mammary  cancer  Isci-  Mg.  'ili.'i'. 


vol.  L..  ] 
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Cysts  of  the  mamma  seem  to  l>e  for  the  most  part  retention  cysts, 
formed  liy  the  tlihit  at  ion  of  the  ghind  iliicts  or  acini,  Durinp  lacta- 
tion such  retention  cysts  are  sometimes  formed,  and  then  contain  milk. 
They  may  reach  an  enormous  size.  -At  other  times  retention  cyst%  are 
formed  containing;  .serous  or  viscid,  brownish  fluid,  which  often  exudes 


llii'  fipin-  arc  labiili«  nf  [a(. 


thnmiili  the  nipple.  These  cysts  may  lie  huRe  or  small,  single  or  multi- 
ple. There  ai-p  usually  at  the  same  time  -lome  fjrnwth  ami  induration  of 
the  connective  tissue  of  the  jrlaml.  In  utmte  cases  there  are  polypoid 
outRrowths  of  <onnective  tissue  fn>ni  the  wall  of  the  cyst.  These  cysts 
are  not  to  lie  confounded  with  the  cysts  which  arc  developed  with  the 
intracanalicular  tumors,  described  above. 


CHAPTER  XT. 
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The    Penis. 

Malformations. 

The  j)eni8  may  bo  absent  with  ^rcat  defects  of  development  of  tlie  rest  of  the  body. 
The  uretlira  then  usually  ojwns  into  the  rectum. 

An  abnormally  small  i>eni8  may  Ix?  associated  with  absence  or  arrested  develop- 
ment of  the  testicles.     The  prepuce  may  be  rudimentary  or  absent. 

Congenital  phimosis  is  not  uncommon. 

Hypospadias  is  an  arrest  of  development  of  the  [)eni8  and  scrotum.  In  its  high- 
est degree  the  penis  is  short,  the  glans  penis  small.  On  the  lower  side  of  the  |)enis  is  a 
deep  cleft  lined  wit1i  mucous  membrane.  Into  this  cleft  the  urethra  ojx^ns  at  the  root 
of  the  penis.  The  scrotum  remains  separated  into  two  halves,  resembling  labia  majora. 
The  testes  may  descend  into  their  pro|)er  position  on  each  side  or  remain  in  the  abdo- 
men. If  the  testicles  continue  to  develop  normally  the  individual  has  the  apiK?arance 
and  capacities  of  a  man;  if  their  development  is  arrested  the  individual  is  apt  to  l)e  of 
feminine  type. 

In  lessc»r  grades  of  hypospadiiis  the  two  halves  of  the  scrotum  are  joined  and  the 
penis  is  larger,  but  a  fmrt  of  the  urethra  remains  n\wn  as  a  cleft  at  some  point  of  the  )M*nis. 

Epiap-\DiAs  is  an  o{)ening  of  the  r.rethra  on  the  upi)er  side  of  the  p<Miis.  It  pre- 
sents various  grades  and  forms. 

Hekmaphroditism. — This  is  a  r.nion  of  two  sexes  in  the  same  |M*rson,  the  test  of 
which  is  the  pres<»nce  of  the  secreting  organs,  the  ovaries  anii  testicles.  True  herma- 
phroditism is  rare,  but  it  do<»s  occ.ir.  while  most  of  the  conditions  calle«l  hermaphro- 
ditism are  in  reality  due  to  varying  malformations  of  the  external  generative  organs. 

Pseudo-hcrmaphroditism.—  In  the  male,  normally,  the  greater  part  of  Midler's  canal 
disappears  and  its  lower  end  forms  the  vesicula  prostatica.  In  this  malformation 
Midler's  canal  is  changed,  as  it  is  in  the  female,  into  Fallopian  tulx»s.  uterus,  and 
vagina,  while  at  the  same  time  the  testes,  epididymides,  vesicuhe  seminales.  and  simt- 
matic  cord  are  formed  as  usual.  In  the  lesser  degrees  of  this  malformation  we  find,  in 
the  place  of  the  vesicula  prostatica,  a  jx^ar-shaped  sac  as  large  as  a  pigeon's  vf;,\f.  with 
muscular  walls  and  an  epithelial  lining.  This  sac  may  l)e  incompletely  divitled  into  a 
uterus  and  vagina,  and  it  o|M'ns  into  the  urethra.  In  the  hisrher  gra<les  we  find  a  well- 
formed  vagina  and  uterus.  The  uterus  may  or  may  not  have  Fallopian  tulx's.  The 
testicles  are  usually  retained  in  the  abdomen  or  inguinal  canals,  and  are  small.  The 
8|K?rmatic  ducts  run  on  the  sides  of  the  uterus  and  o|x*n  into  the  urethra  or  are  cl»>se»l. 
The  penis  and  scrotum  ap|K>ar  as  in  hypospadias,  or  are  well  formed.  The  appearance 
of  the  individual  varies  with  the  development  of  the  testicles. 

True  Ihrniaphroditism  may  be  lateral.  In  this  condition  then*  is  hypospadias;  a 
vagina  and  uterus  and  a  Fall«>i)ian  tul>e  and  ovary  are  on  on:'  si.le.  an  I  a  testicle  and 
FjK'rmatic  cord  on  the  other. 

In  certain  cases,  which  may  be  called  hiiatmil  IwrmaplirodHism.  then*  is  a  testich* 
on  cme  sid«'  aii.l  an  «>varv  on  the  other.^ 

Kni..vk<;kmknt    ok  tmk    I*kms  is  .sometimes  caused    by  venous  eon«»e>tion  from 

'  For  a  dj'tailcd  <M)ii«ii<leratinn  of  the  inalf<»rinati(>ii<  of  tin*  malr  and  femah'  p^-iierative 
orgaii*^  rnii>iilt  Khhs.  "  llaiidhucli  <1<t  patliolojxisclM'n  Aiiatoinio."  and  inon*  re<'ei»t  ('.'i-^r^  of 
h«*miaplirf>ditisnj   liy  lltppmr,   An*h.   f.   Aii:it.   u.  Pliy>iol..    1S70.   and  hv  Unfnuitm.   \\"\vn 
me<l.  .lahrh.,  IS77. 
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heart  disease;  by  long-eontiiiiKHl  inastiirbatiuii,  iis  a  n*sult  of  which  the  cori.)us  cavenio- 
sum  may  lose  its  eoiitnictihty  ;  ami  in  rare  cases  by  hyperplasia  of  the  stroma  of 
the  corpus  cavernosum. 

INJXTBT  AND  HJBMOBBHAGE. 

Injuries  to  the  penis  are  liable  to  give  rise  to  severe  haemorrhage  on 
account  of  its  peculiar  vascular  character;  suppurative  inflammation, 
gangrene,  infiltration  with  urine  and  its  consec|uences,  are  also  liable  to 
occur.  The  contractions  of  the  cicatricial  tissue  by  which  wounds  are 
healed  frequently  give  rise  to  various  distortions  of  the  organ. 

INFULMMATION. 

Balanitis — inflammation  of  the  glans  penis  and  the  prepuce — is 
usually  due  to  gont>coccal  or  syphilitic  infect i(m,  or  it  may  be  incited  by 
foul  accumulations  of  smegma.  The  parts  are  red  and  swollen  and  nuiy 
ulcerate.  Condylomata  may  be  formed,  and  adhesions  between  the  pre- 
puce and  gfans.  The  glans  may  ulcerate  and  the  prepuce  may  be  much 
thickened.  If  the  prepuce  be  long,  phimosis  may  occur  with  the  accumu- 
lation of  exudate  beneath.     The  prepuce  may  become  gangrenous. 

Paraphimosis  is  produced  by  the  retraction  of  a  narrow  prepuce  be- 
hind the  glans,  with  consc*quent  stricture,  inflammation,  and  sometimes 
gangrene. 

Inflammation  of  the  Corpora  Cavernosa  may  be  the  result  of  injury, 
may  follow  fistula*,  may  occur  in  connection  with  inflammation  of  the 
connective  tissue  of  the  pelvis,  and  may  accompany  the  acute  infectious 
diseases.  It  may  result  in  fibrous  induration  of  portions  of  the  corpora 
cavernosa;  rarely  in  abscess  or  diffuse  purulent  infiltration;  sometimes 
in  gangrene.  Larger  and  smaller  masses  or  plates  of  very  dense  fibrous 
tissue  sometimes  form  in  the  sheath  of  the  corpora  cavernosa  without  his- 
tory of  antecedent  lesion.* 

Tuberculous  inflammation  of  the  pelvis  has  repeatedly  followed  cir- 
cumcision performed  by  uncleanly  tuberculous  persons. 

Syphilitic  Ulcers  frequently  occur  in  the  glans  penis  and  prepuce. 
The  indurated  chancre  is  formed  either  fnun  an  excoriation  in  which 
a  pustule  is  formed  or  from  a  little  nodule.  The  pustule  breaks  and 
its  walls  are  infiltrated  with  small  round  cells.  The  nodule  softens, 
breaks  (h)wn.  and  forms  an  ulcer  whose  walls  are  infiltrated  with  cells. 
Syphilitic  condylomata  are  of  frequent  occurrence  on  the  glans. 

Herpes  of  the  prepuce  occurs  in  the  form  of  small  vesicles,  which  may 
later  become  ulcers.  Erysipelatous  and  furuncular  inflammation  some- 
times involves  the  skin  of  the  penis. 

TXTMOBS. 

Papilloma  is  found  on  the  prepuce  and  glans  penis.  It  occurs  in  the 
form  of  little  warty  growths,  or  of  composite,  cauliflower  masses,  even 
as  large  as  a  fist.     In  either  case  the  structure  is  the  same — hypertro- 

'  I'or  a  xtii(l\  witli  hihlioKnipljy  of  iiuliinition^  in  the  curiMtr.-i  ravcrnosa  |x»nL*  »*(»e  SachHf 
Wiciirr  klin.  Woiluiixlir.  .I:iii.  'MsX,  IIMU. 
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phied  papillae  covci-ed  with  epithelium.  Sometimes  the  epithelial  layers 
become  thick  and  homy,  forming  large,  dense  projections. 

Fibroma  diffusum,  or  elephantiasis  of  the  prepuce,  may  occur,  leading 
to  great  thickening.  It  is  due  to  a  diffuse  growth  of  fibrous  tissue  in  the 
cutis.  Lipoma,  angioma,  circumscribed  fibroma,  and  sebaceous  cysts  may 
occur  in  the  penis.  Carcinoma  is  usually  of  the  epitheliomatous  type. 
It  is  most  frequent  in  the  prepuce  and  glans  penis.  It  may  have  the  form 
of  a  flat  ulcer,  or  of  infiltrating,  ulcerating  nodules,  or  it  may  be  papil- 
lary. Such  growths  may  attain  great  size,  ulcerate,  or  undergo  a  variety 
of  inflammatory  changes.  Carcinoma  may  involve  the  entire  skin  of  the 
penis  or  may  invade  deeper  parts.  The  inguinal  glands  may  be  involved. 
Distant  metastases  arc  not  frequent. 

Medullary  or  glandular  carcinoma  of  the  penis  is  not  common.  It 
may  be  secondary  to  carcinoma  in  some  other  part  of  the  body. 

Dermoid  tumors  of  the  penis  are  of  occasional  occurrence.' 

Calcification  and  Ossification  of  the  connective  tissue  of  the  corpora 
cavernosa  sometimes  occur.  Large  and  small  preputial  calculi  are  occa- 
sionally found  between  the  prepuce  and  the  glans.  These  may  be  formed 
in  silUj  may  come  from  the  bladder  or  from  without,  and  may  later  in- 
crease in  size. 

The  Scrotum. 

The  skin  of  the  scrotum  is  subject  to  the  various  forms  of  lesions 
which  may  occur  in  any  part  of  the  integument. 

Elephantiasis  of  the  scrotum  consists  in  the  main  of  a  development  of 
new  connective  ti.ssue  in  the  cutis,  which  is  sometimes  accompanied  by 
dilatati(m  of  the  lymph-ves.sels;  thus  the  thickened  scrotum  may  form  a 
large  tumor,  often  rough  upon  the  surface,  which  may  entirely  cover  in 
the  penis. 

TXTMOBS. 

Lipoma  and  fibroma  occur.  Epitheliomata,  in  the  form  of  flat  or 
papillary  ulcerating  tumors,  are  of  frequent  occurrence  among  chimney 
sweepers,  and  may  lead  to  extensive  ulcerations  of  the  adjacent  parts  and 
involvement  of  neigiiboring  lymph-nodes. 

Dermoid  Cysts  and  Teratomata  of  the  scrotum  are  not  uncommon.  In 
very  rare  cases  tumors  containing  a  considerable  portion  of  a  fcrtal  skele- 
ton have  been  found  in  the  scrotum.  Occasionallv  the  skin  of  the  scro- 
tum  is  beset  with  numerous  larger  and  smaller  sebaceous  cysts,  which 
raise  the  surface  into  little  globular  or  wart-like  projections. 

The  Testicles. 

Malformations. 

Abspnco  of  both  testicles,  either  with  or  without  absi'iiet*  of  the  epididymides, 
8|x*rniatie  eords.  and  vesieuhe  seniinales,  occurs  in  ran'  cas<'s.  The  scn>tiini  is  only  indi- 
cated or  may  contain  the  epididymides.  The  iM»ni«  is  small,  and  the  indivichials  are 
«mall  ant  I  poorly  (k*velo|H*d. 

^(,'erulnno»,  Dent.  Zeits.  f.  C'hir.,  Bd.  Iv.,  p.  320.  1000. 


8(K> 


HEl'ROUUtTlVE    OUUANfi    UK    TIIK     MAI.K 


Tlic  Ifsti's  may  be  iniperfpctly  developed.  Tlic  iiiilh-idiiiils  ;irc  i-PTt-minulr.  Al)- 
senn.'  of  <>ii('  IfRtJclo.  with  hoaltliy  ilevpliii)iii('nt  of  llu'  ollifr.  in  iiinre  frei|tii?rit.  The 
c<>iTi'H|Hiiidiii|c  ciiidiilymis  anil  c<.>rd  may  l>r  nbwiil  <ir  pitwnt. 

Till'  .s)N'rniutir  cords  and  veeieiiliP  seminaU-s  may  l*  alwient  iir  imjicrfectly  iLc^fl- 
i>|)»'d  oi)  (im-  "r  Imlli  sides,  while  the  tealca  are  iiiiniial. 

(.'iiYi'riiii<'iii>iiii'a.^Kilher  one  or  both  tceticUti  may  reni:iin  )M^niianently  in  their 
fcplal  [Mmilion,  or  may  not  descend  into  the  scrotum  for Beverul  years  after  birth  (eryptor- 
rhitniuii),  <)r  not  at  nil.  This  ronilition  inay  be  due  to  an  arrest  of  dei-elopnienl  in  tlii> 
tester  ur  the  p]l>ernani1iiin  testis:  adhesions  pnHliieed  by  antenatal  perilonitis:  iiar- 
rou-ing  of  tlie  iniciiinal  eanal:  narrowinx  or  shortening  of  the  vaginal  procew  of  the 
peritoneum:  or  to  aliminnal  size  or  po«ition  of  the  testicle.  I'sMally  the  malfomiaiiim 
is  confined  to  one  IfMtirle,  and  tlien  is  more  frequent  on  the  h-ft  side.  The  testicle  is 
usually  found  in  the  alHionien  rloae  to  the  niiiuth  of  the  inguinal  eanal,  nr  in  the  ingi'i- 
nal  caniil  JMst  be!cw  the  external  ring;  but  it  may  l>e  U'ln-ath  the  skin  in  the  perineum, 
or  in  the  cnmil  canal  «ith  the  femoral 
vesBchi,  or  elsewhere.  Tlie  retained  testis  is 
usually  not  fully  <li'velopeil.  or  undergoes 
fatty  ilegenenitioii  or  fibrous  hy[>er|>laKL-i. 
TIh-  retention  of  one  or  even  of  both  testicles 
does  mil  jireolude  the  jxissibility  of  procrea- 
tion. Ketained  leslielen  are  prone  to  infiaTu- 
matory  changes  and  liable  to  become  the 
seat  of  malignant  t 
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Varicocele. 

In  varieiJcele  the  veins  of  the  spemiatie 
eord    are    diiateil,    of  I  en   forming    i 
masses  of  eon.'iiilerable  size  (Fig.  564). 


In  liyilriiefle  uf  thefu'iiVn  ragSnalU  there 
is  an  arcumidalinn  of  fluid  in  theeavityof 
the  sue.     It  is  usually  unihilemi  and  is  eom- 


flaiiuiifttion  of  the  t 

cele,  orgenend  droiisy.     Tlie  aerum  is  present 

in  small  or  in  large  quantity;    it  is  usually 

^1^  I      -I.  .^  ^^HK^'^        transparent,  may  contain  eholesterin.  or  lie 

af^.^  'ilg,   ^^^^^C^  pnnilent  or  tmxed  with  blood.     The  liinica 

^Ip 'JVlE^*'i^^eP%5^  vaginalis  retniuns  unchanged,  or  is  thickened. 

^'^v^  'jf-^  or  eonliiins  plates  of  Ixine,  or  is  covered  with 

■»n»i  h^efi  piiiyiHiid  fibrous  bodies  which  may  fall  off 

I-k;.  .W4, — VAHinicEi.K  and  lie  found  free  in  the  cavity  of  the  sac. 

ciisieiiiird  and  tortuous  vessels  havp      There  may  lie  adhesions  between  the  layerw 

hn-n  filleil  with  wax,  of  the  tunica  vaginalis,  and  in  this  way  the 

fluid    becomes    saei'uhiled.      The    testis    is 

111  ilownwani  and  liackwanl;  it  remains  unchongeil  or  is  atniphied. 

In  hjplnirfit  ■•{  the  fimrfUKw  raginatU  there  is  an  accinnulalion  of  serum  in  the 

y  of  the  vaginal  process  of  tlie  peritoneum,  which  remains  open  after  the  descent 

e  testicle.     There  are  several  varieties. 

('0  The  vaginal  priH'CMs  isenrircly  ojienand  then'  inn  freeciiinmiinication  with  the 
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peritoneal  cavity.  The  serum  may.  originate  in  the  cavity  of  tlic  peritoneum  or  of  the 
vaginal  process,  and  pusses  freely  from  one  to  the  other. 

(6)  The  processus  vaginalis  is  closed  in  the  inguinal  canal,  while  its  lower  portion 
is  filleil  with  serum. 

(c)  The  processus  vaginalis  is  closed  about  the  testis  and  the  visceral  layer  of  the 
tunica  vaginalis  is  formed.  The  serum  accumulates  in  the  upper  part  of  the  vaginal 
process  which  communicates  with  the  jDcritoneal  cavity. 

{(0  The  vaginal  process  is  closed  in  the  inguinal  canal  and  over  the  testis;  the 
serum  accumulates  so  as  to  fonn  one  or  more  sacs  between  these  two  points.  Inguinal 
hernia  may  complicate  this  form  of  hydrocele. 

In  hydrocele  of  the  s})erm<itic  cord  there  is  general  oedema  or  the  development  of  cir- 
cumscribed cysts  in  the  connective  tissue  of  the  cord. 

A  peculiar  type  of  hydrocele  is  formed  by  the  accumulation  of  serum  in  the  sac  of 
an  inguinal  hernia  from  which  the  intestine  has  become  retracted. 

Haematocele. 

In  haematocele  of  the  tunica  vaginalis  there  is  an  e.Tusion  of  blood  into  the  cavity 
of  this  sar.  It  may  occur  in  injury;  in  scurvy,  or  with  the  haemorrhagic  diathesis  ;  or 
it  may  compHcate  a  pre-existing  hydrocele.  The  eJTused  blood  us.ially  soon  degen- 
erates, and  the  sac  is  filled  with  a  brownish  fluid  or  a  thick,  grumous  mass.  The  tunica 
vaginaHs  may  be  tliickened.     The  testis  remains  normal  or  is  atrophied. 

Effusion  of  blood  into  the  loose  connective  tissue  of  the  scrotum  is  often  called 
extravayinvl  hamatocele. 

Haematocele  of  the  spenuatic  cord  occurs  in  rare  cases  as  a  diffuse  infiltration  of 
blood  in  the  connective  tissue  of  the  cord.  Or  blood  may  be  effused  into  a  hydrocele  of 
the  cord. 

Spermatocele. 

Cysts  containing  spermatic  fluid  not  infrequently  arise  from  the  epididymis  or 
from  the  rete  testis.  These  sometimes  acquire  a  large  size  and  crowd  the  tunica  vag- 
inalis before  them,  so  that  they  simulate  a  collection  of  fluid  in  the  cavity  of  the  latter. 
Tlie  wall  of  the  cyst  may  be  Hned  with  cfliated  or  with  flattened  epithelium.  The 
contents  are  sometimes  simply  serous,  but  more  frequently  opalescent,  anil  may  contain 
spermatozoa. 

ATROPHY. 

Atrophy  of  the  testicle  may  occur  in  old  age  or  in  persons  who  are  in 
a  condition  of  premature  senility:  or  as  the  result  of  injury  or  of  pressure 
from  herniap,  hydrocele,  or  inflammatory  product.s.  Fatty  degeneration 
and  the  accumulation  of  various  degeneration  products  in  the  lumen  of 
the  tubules  may  accompany  atrophy. 

INFLAMMATION.    (Orchitis.) 

Inflammation  of  the  testicles  may  follow  injuries,  exposure  to  cold, 
and  inflammation  of  the  urethra;  it  may  occur  in  parotitis  or  witii  syph- 
ilis and  various  other  infectious  diseases.  The  testes,  epididymis,  or  tu- 
nica all)uginea  may  be  principally  involved.  Usually  only  one  testicle  is 
inflamed,  sometimes  both.  The  inflamnuition  nuiv  extend  to  the  vas 
deferens. 

Acute  Exudative  Orchitis  is  most  frequent  in  the  epididymis  and  tunica 
alhuginea.  When  the  testis  is  involved  the  or^raii  is  congested  and  in- 
filtrated with  serum  or  pus.  From  this  condition  it  may  return  to  the 
normal  state;   or  small  a))scesses  may  form  which  may  be  absorbed,  or 
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iiitrease  in  size  so  as  to  involve  nearly  the  entire  organ.  They  may 
perforate  externally,  and  then  healing  may  occur  by  means  of  granula- 
tion tissue;  or  extensive  gangrenous  destruction  of  the  scrotum  may 
occur.  Abscesses  may  become  enclosed  in  a  fibrous  capsule,  when  the 
contents  may  drj'  and  become  caseous  or  calcified,  and  so  persist  for  a 
long  time.     The  anile  inflammation  may  l>ecome  chronic. 

Aculc  cpididi^mitis  is  frequently  the  result  of  gonorrhreal  infection, 
and  may  or  may  not  he  associated  with  inflammation  of  the  testis.  The 
products  of  inflammation  may  collect  in  varying  quantity  in  the  lumina 
of  the  seminiferous  tubules  and  in  the  ducts  of  the  epididymis,  and  the 
epithelium  of  these  structures  may  degenerate. 

Chronic  Orchitis  occurs  as  u  sequel  uf  acute  inflammation  or  as  an  in- 
dependent process.     It  may  involve  the  testis,  the  epididymis,  or  the 


spernuitic  cord.  The  wniinifcious  tubules  may  be  filled  with  desqua- 
mated and  degenerated  epithelium:  they  may  be  atrophied,  or  their  walla 
may  I>c  gi-eatly  thickened  so  that  they  are  converted  into  dense  fibrous 
colds,  with  partial  or  complete  obliteration  of  their  lumina.  There  is 
U!5ually  a  marked  increase  in  the  interstitial  tissue,  which  causes  atrophy 
(if  the  tubules  (Fig.  SfiS).  The  albuginea  may  be  greatly  thickened.  In 
some  cases  the  testis  is  converted  into  a  mass  of  dense  fibrous  tissue,  in 
which  but  little  trace  of  the  original  structure  can  lie  made  out.  The 
new-formed  fibrous  tissue  may  become  calcified.  A  periorchitis  may 
lend  to  thickening  and  union  of  the  layers  of  the  tunica  vaginalis  testis., 
Abscesses  are  not  infrequent  in  connection  with  chronic  orchitis. 

Tuberculous  Orchitis  nuiy  occur  in  connection  with  tuberculosis  of  the 
other  genito-urinary  organs  or  the  lungs,  in  acute  general  miliar>'  tuber- 
culosis, or  independently.  It  usually  originates  in  the  epididymis,  and 
may  extend  from  there  Ui  the  testis;  or  it  may  commence  irf  the  testis. 
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The  appearance  which  the  testicles  present,  when  they  are  the  scat  of 
this  form  of  InHammation,  are  exceedingly  vaiied  and  often  difficult  of 
interpretation.  This  is  partly  due  to  the  complex  structure  of  the  organ, 
partly  to  the  varied  complicating  simple  inflammatory  changes  which 
the  different  parts  of  the  organ  undergo  in  tonnei-tion  with  the  tul>er- 
culous  lesion. 

We  may  find  in  the  testicle  small  circumscrilietl  masses  of  cells,  visi- 
ble to  the  naked  eye  as  whitish  spots,  which  are  sometimes  composed  of 
small  spheroidal  cells  or  of  larger  polyhedral  or  fusiform  or  round  cells. 
These  occur  in  the  walls  of  seminiferous  tubules  and  blood-vessels,  and 
in  the  interstitial  tissue.  Sometimes  associated  with  these  smaller  nod- 
ules, and  sometimes  not,  we  find  larger,  irregular,  yellowish  or  (jray 
cheesy  masses,  which  may  be  formed  by  the  confluence  and  degeneration 
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of  the  smaller  nodules  {Fijr.  oCCl.  The  cheesy  masses  may  broak  down 
and  open  externally,  giving  rise  to  fistula*,  gangivnous  infl;nnni:ition,  etc. 
Hand-in-hand  with  this  distinctly  tnberiuliius  nodular  formation  of 
tissue,  which  is  disposed  ti>  degenerative  changes,  there  arc  various  more 
or  less  diffuse  alterations  of  the  parenchyma  and  interstitial  tissue  of 
the  organ  which  often  constitute  a  most  pniminent  feature  of  the  lesion. 
The  interstitial  tissue  may  lie  more  or  less  tlensoly  and  diffusely  in- 
filtrated with  small  spheroidal  cells.  The  arteries  are  often  the  .scat  of 
obliterating  endarteritis.  The  walls  of  the  seminifej'fuis  tubules  may  be 
very  much  thickened,  so  that  the  lumen  may  be  entirely  nbliicratcd. 
The  epitheliiim  lining  the  tubules  may  lie  fatty,  disinfegriited,  and  poelcil 
off.  or  it  may  have  largely  disappeared.  The  lumen  of  the  tubulen  may 
be  filled  with  a  granular,  nucleated  mass  which  in  transverse  seciinn.s 
looks  like  a  giant  cell.     The  thickened  walls  of  ilie  tubule.'i  may  be  in- 
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filtnitpil  with  small  spheroidal  cells,  sii  that  the  uiulerlyiiig  stroma  is 
scarcely  visible.  When  this  (K-curs  in  connection  with  a  i^iniilar  infiltra- 
tion of  the  interstitial  tissue  and  the  formation  of  giunt  cells  in  the  lumina, 
we  have  structures  which  pre^nt  the  greatest  resemblance  to  some  forms 
of  tid)erclc  pranulii  (Fig.  567 1. 

Triberculons  inflammation  may  extend  from  the  testis  to  the  vas  def- 
erens, vesicular  scminales,  and  pro-'itate. 

Syphilitic  Orchitis. — This  may  occur  in  the  f<Hin  of  a  diffuse  new  for- 
mation of  connect!  vetis.sue,  which  may  l>e  localized  or  he  widely  distributed. 
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This  organ  becomes  dense  and  firm.  Morphologically  there  is  no  differ- 
ence l>etween  this  form  of  orchitis  and  chntnic  indurative  orchitis  fnim 
other  excitants.  It  may  occur  in  children  affected  with  congenital 
syphilitia.  (jummata  may  form  in  connection  with  the  interstitial  indu- 
ration. These  may  disappear,  leaving  irregular  cicatrices. 
In  leprosy,  inflammaliiy  foci  in  the  testicle  are  common.' 


Fibromata  occur  in  the  form  of  small  dendritic  or  polypoid  growths  of 
the  vi.sceral  layer  of  the  tunica  vaginalis.  These  sometimes  become  free 
and  are  found  in  the  sac,  usually  in  connection  with  hydrocele.  SnuUI 
no<Uilar  fibromata  occasionally  occur  in  the  aUiuginea  and  in  the  sper- 
matic cord. 

Lipoma,  either  pure  or  in  combination  with  myxoma  and  sarcoma, 
may  arise  from  the  connective  tissue  of  the  spermatic  cord  or  from  the 
tuidca  albuginea. 

Chondroma,  sumetimes  in  a  pure  form,  luit  more  frequently  combined 
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with  myxoma  and  sarcoma,  occui-s  in  the  testicles  ami  may  attain  a  iarjie 
size.     Osteoma  has  Ijecn  desirilwd. 

Sarcomata  oecur  in  the  testes  and  epididymis,  most  freciucntly  in  the 
former.  They  may  Im3  conipctseil  of  spheroi<ial  or  spindle-shaped  cells; 
they  may  l>e  soft  or  contain  much  fibrous  tissue;  they  are  very  frequently 
combined  with  myxoma,  chondroma,  lipoma,  etc.  Owinfj  to  the  occhi- 
inion  of  the  seminiferous  tubules,  cysts  may  l>c  formed  in  these  sarcomata, 
lu  such  cysts  sarcomatous  tissue  may  occur  in  the  form  of  intracanalic- 
ular  polypoid  growths.  Thus  the  so-called  cysto-sarcomata  of  the  testi- 
cle are  formed.     The  walls  of  these  cysts  may  coalesce,  so  that  lar^e, 
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irrcfciilar  cavities  may  l»e  formed.     When  the  cysts  arc  not   filled  by 
polypoid  outpfrowths  from  their  walls  they  may  contain  a  mucous,  -serous, 
or  bloody  fluid,  iir  masses  of  flattened  cells,  fat,  and  diolcsterin 
cysts  nuiy  be  lined  with  cylindrical,  ciliated,  or  flatieiicd  cells. 

Rhabdomyoma  has  In-cn  several  times  observctl,  fi-ef]uentiy  in  c 
binalion  with  cysts.' 

Adenoma  is  occasionally  found,  usually  In  condiination  with  .sarci 
■  or  carcinonm.  or  with  cyst  fonnation. 

Carcinoma  of  the  testicle  is  commonly  of  llie  soft  medullary  foriii 
rapid  frrowth,  and  usually  jn-iniary.  It  may  commence  in  tlio  testis  or 
epididymis.  Usually  only  one  testicle  is  involved.  Frecpiently  the  en- 
tire tilandular  portion  of  the  organs  is  replaced  by  the  new  growth.     The 

'  r..r  Bliidy  ii[  rliahiUmiyomn  ht.-  Hrek,-.  Virr1i..«V  .\r.-h..  Il.l.  rlxiLi..  p.  ■-■44.  I!KH.  l.Ll.l. 
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albuginea  expands  with  the  growth  of  the  tumor,  and  may  continue  to 
enclose  it  even  when  of  large  size.  The  tissues  are  often  very  vascular, 
and  ha"morrhages,  areas  of  softening,  fatty  and  mucous  degeneration  lire 
frequent.  The  inguinal  and  lumbar  lymph-nodes  are  apt  to  become  in- 
volved, and  distant  metastasis  may  occur.  Rarely  the  growth  assumes  a 
scirrhous  form. 

Cysts. — .\side  from  the  above-mentioned  cysts,  which  occur  in  con- 
nection with  tumors  and  spermatocele,  cysts  may  be  formed  from  per- 
sistent remnants  of  Miiller's  canal  in  the  epididymis,  or  from  obstruction 
of  the  seminifentus  tubules  or  ducts  by  inflammatory  products  or  tissue. 


iutii.      I^nghtuis  cells  uitl  tlieir  rrlutiun  (o  bluod  si 


Teratomata  of  various  kinds,  with  or  without  cysts,  are  of  infre- 
quent occurrence,  and  are  sometimes  quite  complex  in  character  (Fig, 
56S).  They  nmy  be  emiiedded  in  the  Hubstance  of  the  gland.'  Prob- 
ably some  of  the  above-mentioned  cystic  rhubdomyomata  l>elong  here. 

Chorionepithelioma. — Several  cases  of  chorlonepitheliomata  of  the 
testicle  have  been  described.  The.se  tumors  (Fig.  569)  resemble  those 
occurring  in  the  uterus  and  elsewhere  {see  p.  772),  the  various  forms  of 
cells,  syncytium,  Langhnns'  cells,  and  wandering  chorionic  forms,  being 
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in  some  instances  typical  in  character.     They  are  malignant  and  form 
metastases.     They  are  associated  with  teratomata.* 

PABASITES. 
Echinococcus  may  occur  in  the  testis  or  epididymis. 

The  Seminal  Vesicles. 

The  seminal  vesiclies  may  he  the  seat  of  acute  or  chronic  inflammation, 
which  is  most  frequently  associated  with  inflammatory  changes  in  ad- 
jacent parts,  prostate,  urethra,  etc.  As  a  result  of  chronic  inflammation 
the  vesicles  may  be  atrophied,  or  they  may  be  greatly  dilated,  forming 
cvsts  due  to  constriction  of  the  ducts.  Tuberculous  inflammation  is 
usually  secondary. 

TUMORS. 

Carcinoma  of  the  rectum  or  other  genito-urinary  organs  may  second- 
arily inyolve  the  seminal  vesicles.  Small  concretions,  sometimes  con- 
taining masses  of  spermatozoa,  are  occasionally  found  in  the  seminal 
vesicles. 

The  Prostate. 

DEGENERATION,   ATROPHY,   AND  HYPERTROPHY. 

Fatty  and  hyaline  degeneration  of  the  muscle  may  occur  in  the  prostate, 
with  or  without  hypertrophy.  Atrophy  of  the  prostate  may  follow  lesions 
or  removal  of  the  testicle,  inflammation  of  the  prostate  itself,  and  may 
occur  as  a  senile  process.  Dilatation  of  the  ducts  may  accompany  the 
atrophic  process. 

Hypertrophy. — Enlargement  of  the  prostate — so-called  hypertrophy 
— is  of  freciuent  occurrence  in  advanced  years.  It  may  involve  the  entire 
organ  or  be  partial;  it  may  be  nodular  (Fig.  o7())  or  diffuse.  The  mid- 
dle lobe  is  most  frequently  involved,  and  this  may  pre.ss  upon  the  urethra, 
leading  to  difficult  urination  and  such  secondary  alterations  in  the  blad- 
der  as  arc  associated  with  this,  i.e.,  hypertrophy  and  dilatation  of  the 
bladder,  or  cystitis,  not  infrequently  with  involvement  of  the  ureter  and 
kidneys. 

Hvportrophv  of  the  prostate  may  be  due  to  hyperplasia  of  the  muscle 
and  fibrous  tissue  of  the  organ;  at  the  same  time  the  gland  tissue  may 
be  increased  (Fig.  571),  or  the  latter  may  be  alone  involved.  The  in- 
crease in  gland  tissue  has  usually  the  character  of  glandular  hyperplasia. 
Mut  genuine  adenomata  may  form  both  with  and  without  hyperplasia 
of  tlie  connective  tissue,  nuiscle,  and  glands. 

In  partial  hypertroi)hy  there  are  circuinscril>ed  nodules  of  muscle 
ti.ssue  or  of  muscle  and  gland  tissue.     These  are  usually  situatetl  at  tlie 

'Sec  for  a  summary  arul  <liscu>.-»it)n  of  tliox'  tumors  Fniul:,  .lour.  Auu-r.  M<'tl.  A-^n., 
vol.  xlvi..  p.  24S,   VMWi.  ' 
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periphery  of  the  orgun  and  project  into  the  bladder.  They  may  become 
detai'hed  from  the  prostate,  and  be  found  as  small,  movable  tumors  be- 
neath the  mucous  membrane  of  the  bladder. 

IWFLAMMATIOlf.    (ProsUtitis.) 

Acute  exudative  inflammation  of  the  prostate  is  induced  by  gonorrhwa, 
|jy  iniuries,  nr,  more  rarely,  is  independent.  It  may  be  acute  or  chronic. 
The  gland  may  after  a  time  return  to  its  normal  condition,  or  be  gradu- 
ally converted  into  a  mass  of  fibrous  tissue  filled  with  abscesses.  The 
abscesses  may  perforate  into  the  bladder,  urethra,  vesiculie  scminales, 
rectum,  or  peritoneum.  Or  the  inflammation  may  extend  to  the  connec- 
tive tksue  of  the  scrotum  or  beneath  the  pelvic  peritoneum.  The  pus 
may  become  thickened  and  cheesy,  or  even  calcified. 

Tuberculous  Inflammation  of  the  prostate  usually  accompanies  a  sim- 
ilar lesion  of  some  of  the  other  genito-urinaiy  organs.  Large  cheesy 
masses  are  often  formed,  which  may  break  down  and  open  into  the 
bladder  or  rectum. 

TTTH0B8. 

Sarcoma  of  the  prostate  has  been  descrilwd.  Adenoma  (Fig.  572) 
occurs  either  with  or  without  an  increase  in  the  fibro-muscular  interstitial 
tissue  and  gland  hyperplasia. 


ncurly  normal  Bcitli  ol  tlic  pnu-lBtc, 
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Cardnoma  is  of  occasional  occurrence,  and  may  be  primary  or  sf 
ondary. 

Cysts  of  the  prostate  iFig.  57:f)  ai-e  sometimes  found  either  as 
result  of  occlu.sion  of  the  duels  by  hypertrophy  of  the  interstitial  tissi 
tumors,  etc.,  or  as  a  rojiult  <)f  faulty  devclopmcuf.' 
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PAJIASITES  AND  CONCRBTIOH'S. 

Echinococcus  of  the  prostate  has  been  described,  but  is  rare. 
Concretions. — yniallovoidal  or  spheroidal,  often  brownor  black  bodies, 
having  the  characters  of  corpora  amylacea  (Fig.  574),  are  of  very  fre- 
quent occurrence  in  the  alveoli  of  the  prostate,  particularly  in  old  per- 


sons. We  find  a  certain  nunil>erof  them  in  theprostate  of  nearly  allold 
men,  but  they  are  sometimes  present  in  great  numbers.  Larger,  irreg- 
ular concretions,  apparently  formed  by  the  coalescence  or  growth  of  the 
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smaller  ones,  are  less  frequently  found,  and  may  be  encrusted  with  lime 
salts.  These  concretions  may  give  rise  to  ulceration  of  the  ducts  of  the 
gland  or  to  interference  with  the  passage  of  urine,  but  usually  they  are 
of  no  practical  importance. 

Cowper's  Glands. 

Inflammatory  proceaseSy  acute  or  chronic,  may  occur  in  these  organs 
in  connection  with  urethritis  or  prostatitis.  Abscesses  may  form;  the 
glands,  either  in  acute  or  chronic  inflammation,  may  become  enlarged 
and  encroach  upon  the  lumen  of  the  urethra.  Retention  cifsts  formed  by 
the  closure  of  the  excretory  ducts  may  also  project  into  the  urethral 
canal. 

The  Male  Mamma. 

There  mav  be  an  abnormal  number  of  mamma*.  In  bovs,  at  about 
the  time  of  puberty,  the  mamma*  may  be  swollen  and  inflamed  or  they 
may  secrete  milk.  Cases  are  recorded  in  which  adult  males  possessed 
larire  mnmnur  which  secreted  milk.  The  breasts  mav  be  enlarged  from 
an  increase  of  fat  or  of  connective  tissue. 

Fibroma,  sarcoma,  cysto-sarcoma,  myxoma,  ami  various  forms  of 
carcinoma^  mav  occur. 

Cysts  of  the  male  breast  are  not  very  infrequent. 

'  For  biblioKraphy  of  carcinoma  of  tlie  male  breast  mv  r#'«r;fVW,  Johns  Ilupkins  Ilosp. 
IJulI..  vol.  xii..  p.  305*   1901. 
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CHAPTER  XII. 

VOLUNTAEY  MUSCLE. 

NEGBOBIS. 

Nkcbosis  of  muscle  may  be  the  local  result  of  mechanical  or  chemical 
injury;  it  occurs  in  inflammatory  foci,  and  may  follow  serious  local  dis- 
turbances of  the  circulation,  as  from  pressure  by  tumors  or  cicatrices,  etc. 
The  muscle  fibres  may  gradually  lose  their  striations,  become  granular  and 
disintegrate,  or  the  muscle  substance  may  become  homogeneous  and 
strongly  refraclile  and  break  into  irregular  masses.  Necrotic  muscle 
fibres  are  finally  removed  V)y  the  direct  action  of  phagocytes  or  after 
various  transformations  leading  to  their  solution. 

ATBOPHT  AKD  HTFBBTBOPHT. 

Kmple  Atrophy. ^This  may  occur  in  old  age,  in  prolonged  exhausting 

disease.-!,  or  a^  a  result  of  pressure  from  a  foreign  body,  tumors,  etc. 
The  muscle  fibres  grow  narrower,  the  degree  of  narrowing  frequently 
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varying  consiilerably  in  different  parts.  They  Tisiially  retain  the  stria- 
tions, but  these  may  be  obscured  by  degenerative  changes.  The  sarco- 
lemma  may  become  thickened,  and  there  may  Ijc  a  considerable  increase 
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in  coonective  tissue  between  the  muscle  fibres  and  bundles.     Brown  pig- 
ment particles  may  accumulate  in  the  atrophied  fibres. 

Progressive  Muscular  Atrophy. — This  lesion  consists  essentially  in  a 
combination  of  simple  or  degenerative  atrophy  of  the  muscle  fibres  with 
chronic  interstitial  inflammation,  and  is  sometimes  as.sociated  with  pro- 
liferative changes  in  the  muscle  nuclei.  In  the  earlier  stages  of  the  dis- 
ease the  mu.scles  may  be  pale  and  soft,  but  exhibit  otherwise  to  the  naked 
eye  but  little  alt«ration.  Gradually,  however,  the  muscle  subi^tance  be- 
comes replaced  by  connective  tissue,  so  that  in  marked  and  advanced 
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cases  the  muscles  are  converted  into  fdnous  bands  or  conls,  whose  cica- 
tricial contraction  may  induce  gi-eat  dofonnitics. 

-Microsropicnl  examination  shows  in  the  early  Mtattcs  of  the  disease  a 
proliferation  of  cells  in  the  interstitial  tissue,  s<i  iliat  this  may  have  the 
appearance  of  granulation  or  embryonal  tissue;  also  in  some  lases  marked 
proliferative  change.s  in  the  muscle  nuclei  (Fig,  57.'i>,  leading  to  the 
formation  of  new  cells  which  may  more  i>r  loss  replace  the  contractile 
substance  within  the  sarcolemma.  The  new  interstitial  tissue  incre;i»es 
in  (juantity  and  grttws  denser,  and  may  crowd  the  muscle  fibres  apart 
(Fig.  .ITC)).  The  walls  of  the  bloo(l-ves,sels  may  also  l)ecome  thickened. 
Hand-tn-hand  with  tiiese  inteiiitittal  alterations  the  atrophy  of  the  muscle 
fibres  pn>ceeds.  These  may  simply  grow  narrower,  retaining  their  stria- 
tions;    or  they  may  split  up  into  longitudinal  fibrilla",  or  transversely 
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into  discoid  masses,  and  in  this  condition  disappear.  In  other  cases  a 
certain  amount  of  fatty  or  hyaline  degeneration  may  l»e  present.  These 
degenerative  and  proliferative  clianges  do  not,  as  a  rule,  occur  uniformly 
in  the  affected  muscles,  but  some  parts  are  affected  earlier  and  more 
markedly  than  others.     The  atrophied  muscle  may  bo  replaced  by  fat. 

Pn)pressive  muscular  atrophy  is  apt  to  commence  in  the  small  muscles 
of  the  extremities,  in  many  cases  in  the  nuiscles  of  the  ball  of  the  thumb. 
It  may  commence  in  the  muscles  of  the  shoulder,  the  arms,  or  the  back. 
It  may  have  a  continuous  extension,  or  it  may  jump  single  muscles  or 
groups  of  muscles.  Death  may  be  indnced  by  the  affection  of  the 
muscles  of  i-espiration  or  deglutition.  * 

The  causes  <if  this  lesion  are  in  manv  ra.ses  unknown,  and  there  is 
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considerable  lack  of  unanimity  of  opinion  as  to  whether  it  is  primarily  a 
disease  of  the  muscles  or  of  the  nervous  system.  In  a  considerable  pro- 
portion of  cases  the  muscle  lesion  is  associated  with  atrophy  of  the  gan- 
glion cells  in  the  anterior  cornua  of  the  spinal  cord  and  the  development 
of  connective  ti-ssue  about  them.  See  for  the  relationship  between 
nerve  lesions  and  special  groups  of  muscle  the  chapter  devoted  to  Dis- 
eases of  the  Nervous  System.  In  other  cases  these  changes  in  the  cord 
may  apparently  be  absent. 

It  la  sometimes  accompanied  by  atrophy  of  the  nerves  which  are  dis- 
tributed to  the  muscles,  and  atrophy  of  the  anterior  roots  has  been 
described. 
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It  is  probable  that  there  are  several  varieties  of  progressive  muscular 
atrophy,  which  our  present  knowledge  does  not  enable  us  clearly  to  dis- 
tinguish. Muscular  atrophy  in  some  cases  follows  overstraining  of  groups 
of  muscles,  or  injuries,  and  may  occur  as  one  of  the  sequela?  of  typhoid 
fever  and  diphtheria. 

Hjrpertrophy. — True  hypertrophy  of  muscle  as  a  pathological  con- 
dition is  rare,  but  it  has  been  described  in  a  few  cases.  It  is  usuallv  con- 
fined  to  circumscribed  groups  of  muscles.  On  microscopical  examination 
the  diameter  of  the  fibres  is  increased,  sometimes  considerably,  though 
not  uniformlv.  The  transverse  striation  is  unaltered  and  the  muscle 
nuclei  are  in  some  cases  enlarged.    The  cause  of  the  change  is  unknown. 

Atrophia  Musculonun  lipomatosa  (Pseudo-hypertrophy  of  the  Muscles). 
— In  some  cases,  hand-in-hand  with  the  production  of  new  connective 
tissue  in  the  muscles  and  the  atrophy  of  the  muscle  fibres,  or  after  these 
changes  have  made  considerable  progress,  there  occurs  a  development  of 
fat  tissue  between  the  fibres  (Fig.  577)  which  may  prevent  any  apparent 
diminution  in  the  size  of  the  muscles,  or  in  some  cases  may  even  give 
them  the  appearance  of  a  great  increase  in  size.  This  condition  is  of 
most  frequent  occurrence  in  children,  and  is  most  apt  to  appear  in  the 
gastrocnemii  muscles.  In  the  upper  extremities  the  deltoid  and  triceps 
are  most  frequently  involved.  The  lesion  may  be  symmetrical,  affecting 
similar  muscles  on  both  sides  of  the  body,  or  it  may  be  imilateral.  Parts 
of  muscle  bellies  mav  be  affected. 

The  cause  of  this  form  of  atrophy  is  not  definitely  known.  Various 
lesions  of  the  spinal  cord  have  been  described  as  occurring  with  it;  but, 
in  manv  cases  at  least,  alterations  of  the  nervous  svstem  cannot  be 
detected.  The  writer  has  described  a  case  ^  in  which  this  lesion  was 
marked  in  the  gastrocnemii  in  connection  with  multiple  false  neuromata. 

DEGENEBATION. 

Albuminous  Degeneration  of  striated  muscle  occurs  as  a  mark  of  toxae- 
mia in  acute  infectious  diseases,  and  may  lead  to  fatty  degeneration. 

Fatty  Degeneration,  with  greater  or  less  destruction  of  the  muscles, 
may  commence  with  a  simple  swelling  and  fine  granulation  of  the  fibres. 
As  the  process  goes  on,  smaller  and  larger  fat  droplets  appear  in  the  con- 
tractile substance,  which  loses  its  striations  and  becomes  friable,  and  may 
be  entirely  destroyed,  leaving  within  the  sarcolemma  a  mass  of  fatty 
detritus  which  may  finally  be  absorbed  and  disappear.  This  alteration 
may  occur  in  acute  parenchymatous  myositis  in  connection  with  various 
forms  of  atrophy,  in  prolonged  exhausting  diseases,  and  in  phosphorus 
poisoning. 

Fatty  Infiltration  of  the  muscle  may  occur  in  obesity  and  in  alcoholics. 

Hyaline  Degeneration. — Under  a  variety  of  conditions  the  muscle 
fibres  undergo  a  series  of  changes,  leading  to  their  conversion  into  a  trans- 
lucent, highly  refractile  material,  somewhat  resembling  amyloid,  but  not 
giving  its  microchemical  reactions,  and  apparently  more  nearly  allied  to 

^Pruddcn,  Am.  Jour,  of  Med.  Sri.,  July,  1880,  p.  134. 
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hyaline  material.  The  lesion  in  the  muscle  which  we  are  considering  is 
often  called  iraxy  degeneration,  from  the  peciihar  appearances  which  the 
muscles  present."  When  the  lesion  is  far  advanced  and  extensive  the 
muscles  are  brittle  and  hiive  a  gray iah -yellow,  translucent  appearance. 
Microscopical  examination  of  various  stages  of  hyaline  degeneration  of 
muscle  siiows  that  the  contractile  substance  of  the  fibres  Incomes  at  first 
swollen  and  granular,  and  gradually  converted  into  hyaline  material 
which  may  present  the  outlines  of  the  swollen  fibres,  but  is  more  fre- 
quently broken  into  larger  and  smaller  shapeless  clumps  (Fig.  57S), 
which  may  disintegrate  and  finally  be  absorbed.  Hand-in-hand  with 
these  changes  there  usually  occurs  an  increase  in  the  interfibrillar  con- 
nective tissue,  and  in  certain  cases  there  may  be  a  proliferation  of  the 
muscle  nuclei  and  a  new  formation  of  variously  shaped  cells  within  the 
sarcolemma  which  leads  to  the  regeneration  of  the  fibres.     As  a  result  of 


the  brittleness  of  the  degenerated  muscles  they  are  apt  to  rupture,  and  in 
this  way  ha'niorrhage  may  occur. 

This  form  of  degeneration  may  occur  in  progressive  muscular  atrophy, 
in  various  infectious  diseases,  in  trichinosis,  with  local  inflammation, 
injuries,  freezing,  etc.  It  is,  however,  most  marked  and  frequent  in 
typhoid  fever.  In  this  disease  the  rectus  abdominis  and  the  abductors 
of  the  thigh  arc  most  frequently  affected. 

Experimental  investigations  have  shown  that,  under  certain  condi- 
tions, very  similar  appearances  may  be  produced  in  the  muscles  by  post- 
mortem changes.  Various  changes — some  of  them  necrotic — are  at  pres- 
ent included  under  the  name  "  hyaline  degeneration  of  the  muscles," 

True  amyloid  degeneration  is  rare. 

Hoen  has  described  a  peculiar  degeneration  with  atrophy  of  the  stri- 
ated muscle  of  the  uvula,  in  which  a  series  of  bleb-like  structures  form 
along  the  fibres,  which  they  may  nnally  replace.' 

Calcification  of  muscle  is  of  rare  occurrence. 

Serous  or  Hydropic  Infiltration  of  muscle  fibres  occurs  under  various  con- 
ditions in  as.sociation  with  other  lesions.  Larger  and  smaller  spaces  filled 
with  clear  fluid  are  present  between  the  fibres  and  often  over  small  areas 
largely  replacing  them.     Such  fluid-filled  spaces  are  often  called  vacuoles. 

'  For  a  Btuilv  nt  tlip  «o-callp<i  vaxv  ilcKpncrBtian  of  muscle  see  Thoma,  Virch.  Arch., 
Bd.  clxxxvi.,  p.  64.  IWHl. 

•Horn.  .I«ur.  Kxp.  Mi-<I.,  vol.  iii.,  p.   M9,  1S98. 
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INJUBIES,   HiEMOBBHAGE,   AND  INFABCTIOK. 

Wounds  and  Rupture. — When  the  muscle  fibres  are  severed  by  wounds 
or  rupture  there  is  more  or  less  degeneration  of  the  divided  fibres,  and 
the  wound  may  heal  by  the  production  of  granulation  tissue,  which  grad- 
ually becomes  converted  into  cicatricial  tissue,  thus  binding  the  sev- 
ered parts  together.  In  some  cases  there  is  a  moderate  new  formation 
of  muscle  fibres  (see  p.  70).  When  the  wound  does  not  gape,  so  that 
the  severed  ends  are  not  much  separated,  there  may  be,  it  would  seem, 
a  direct  re-establishment  of  muscular  continuity  by  new  development 
of  muscle,  without  the  formation  of  much  new  connective  tissue. 

Haemorrhage. — This  may  occur  as  a  result  of  mechanical  injury;  from 
rupture  of  the  fibres  by  convulsive  contraction,  as  in  tetanus;  or  it  may 
occur  when  the  muscle  fibres  are  degenerated,  as  in  typhoid  fever;  or  in 
connection  with  certain  general  diseases,  as  scurvy,  purpura,  hsemor- 
rhagic  diathesis,  septicaemia,  etc.     The  blood  is  usually  readily  absorbed. 

Embolic  Infarction  of  Muscles  in  connection  with  heart  disease  has  been 
described  in  a  few  cases,  but  it  is  rare. 

INFLAMMATION.     (Myositis.) 

Suppurative  Myositis. — In  the  early  stages  of  this  lesion  the  muscle  is 
hypera>mic  and  cedematous,  and  the  interstitial  tissue  more  or  less  infil- 
trated with  small  spheroidal  cells.  If  the  inflammation  becomes  intense 
there  may  be  an  excessive  accumulation  of  pus  cells,  either  diffusely  in 
the  interstitial  tissue  or  in  larger  and  smaller  masses.  Hand-in-hand 
with  this  cell  accumulation  occur  degenerative  changes  in  the  muscle 
fibres.  By  pressure  their  nutrition  is  interfered  with  and  they  undergo 
granular,  fatty,  or  hyaline  degeneration  and  necrosis.  They  may  com- 
pletely disintegrate;  or  gangrene  may  occur,  so  that  larger  and  smaller 
masses  of  the  infiltrated  muscle  tissue  become  soft,  foul-smelling,  and 
converted  into  a  mass  of  detritus  in  which  but  little  muscle  structure  can 
be  detected  and  which  is  intermingled  with  bacteria.  In  other  cases 
there  may  be  larger  and  smaller  abscesses  formed  in  the  muscle,  the 
muscle  tissue  itself  degenerating  and  disintegrating  and  mixing  with  the 
contents  of  the  abscess,  or  being  pressed  aside  and  undergoing  atrophy 
and  degeneration.  In  some  cases,  when  the  formation  of  pus  is  moderate 
in  amount,  there  may  be  restoration  by  formation  of  granulation  tissue 
between  the  muscle  fibres.  This  becomes  gradually  dense  and  firm,  and 
leads  to  more  or  less  atrophy  of  the  muscle  fibres  by  pressure. 

Acute  suppurative  myositis  may  accompany  wounds;  it  is  ver>'  com- 
mon in  acute  phlegmonous  inflammations  of  the  skin  and  subcutaneous 
tissue,  and  often  accompanies  acute  infectious  diseases,  such  as  pyirmia, 
erj'sipelas,  etc.  In  most  cases  the  "pyogenic"  cocci  are  prv.*sent  in  the 
inflammatory  foci.  Suppuration  not  infrequently  occurs  in  the  mu.scles 
adjacent  to  the  inflamed  mucous  membranes  in  diphtheria. 

Chronic  Interstitial  Myositis. — In  this  lesion  there  is  a  new  formation 
of  connective  tissue  between  the  muscle  fibres  or  bundles  of  fibres.     This 
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new  tissue  is  sometimes  very  cellular,  resembling  granulation  tissue,  and 
this  probablj'  represents  an  early  stage  of  the  disease.  In  other  cases 
(Fig.  579)  dense  cicatricial  tissue  crowds  the  muscle  fibres  apart,  induc- 
ing atrophy  in  them,  and  sometimes  leading  to  their  complete  destruc- 
tion. This  lesion,  the  analogue  of  chronic  interstitial  inflammation  of 
the  internal  organs,  may  occur  in 
muscles  which  are  adjacent  to  other 
parts  which  are  the  sent  of  chronic 
.^"^zT'  ZZ~~    r^l"— ~~  inflammatorj'  processes.     It  may  oc- 

ter    "^^  ^    '"^  ^.  ■"      ^  ,        cur  in   mu.'^cles  which   are  not  used. 

^  ,,,  J .-'■-  ■■:    ^->-*^^"'  —        The  new  formation  of  fibrous  tissue 

p      ■"  -       -  *^—  "  seems  in  some  cases  to  be  seconthiry 

-  -    _         ^?       to    atrophy    of    the    muscle    fibres. 

—  -^^'      In   this   ease   it   would   more  appro- 

1  _  —  --.  _  -^      'priately  l)e  cjdled  rciJacemenl  fibrous 

hyperplasia. 

Myositis  Ossificans.  —  Under  con- 
ditions and  for  reasons  which  we  do 
not  understand,  there  occasionally 
occurs,  usually  in  young  persons,  a 
new  formation  of  bone  in  the  interstitial  tissue  of  muscles,  and  in  ten- 
dons, ligaments,  fascia',  and  aponeuroses.  This  sometime.'?  apparently 
starts  as  outgrowths  from  the  periosteum,  sometimes  not.  The  bone  for- 
mations are  apt  to  commence  about  the  neck  and  back,  and  may  become 
very  widespread  over  the  body.  So  far  as  the  muscles  are  concerned, 
there  is  usually  an  increase  of  connective  tissue  between  the  fibres  and 
bundles,  in  which  new  bone  is  formed,  usually  in  elongated  and  some- 
times in  spicula-Hke  masses.  The  muscle  fibres  undergo  secondarily  a 
greater  or  less  degree  of  atrophj'  or  degeneration.  There  may  be  fatty 
infiltration  between  the  fibres,  and  various  deformities  are  produced  by 
the  shortening  and  progressive  immobility  of  the  affected  parts. 

While  the  above  disease  is  a  progressive  and  frequently  a  general  one, 
there  may  be  new  formation  of  Imne  in  muscle  as  a  result  of  prolonged 
or  repeated  mechanical  irritation.  Thus  in  the  adductors  of  the  thigh 
in  persons  who  are  constantly  in  the  saddle,  or  in  the  deltoid  muscle  of 
soldiers  who  strike  this  part  with  their  weapons  in  drill,  there  may  I>e  a 
formation  of  bone.' 

Tuberculous  and  Syphilitic  Inflaminatlon  in  t  he  muscle  is  of  occasional 
occurrence;  the  active  processes  are  in  the  connective  tissue  and  bloo  1- 
vessels,  the  muscle  fibres  being  secondarily  involved  in  various  phases 
of  atrophy  and  degeneration. 


The  tumors  of  the  muscles  usually  develop  in  the  connective  tissue. 
Fibroma,  chondroma,  lipoma,  myxoma,  sarcoma  may  occur  as  primary 
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tumors.  Carcinoma  and  sarcoma  may  occur  secoudarilv  in  the  muscles 
as  a  result  of  local  extension  from  adjacent  parts.  The  muscle  fibres 
arc,  as  a  rule,  only  secondarily  affected  by  pressure,  etc.,  in  tumors  of 
the  muscles,  but  there  exist  observations  which  point  to  the  possibility 
of  a  proliferation  of  the  muscle  nuclei  and  the  new  formation  from  them 
of  cells  which  may  take  part  in  the  growth  of  the  tumor. 

PABASITES. 

Trichina  spiralis  is  the  most  common  parasite  in  the  muscles. 
Cysticercus  cellulosae  and  Echinococcus  occasionally  occur. 


CHAPTER  XIII. 

THE  BONES  AND  JOINTS. 
The  Bones. 

General  Ckinsiderations. 

It  is  not  possible  to  understand  the  changes  which  the  bones  suffer  under  various 
abnormal  conditions  unless  one  hold  in  mind  the  physical  peculiarities  of  this  form 
of  connective  tissue  and  the  ways  in  which  the  dense  and  solid  structure  is  formed  and 
dissolved  and  re-formed  in  the  processes  of  development  and  growth. 

The  striking  character  of  bone,  adapting  it  to  8er\'e  as  the  supporting  framework 
of  the  body,  is  the  association  with  its  organic  tissue  of  the  inorganic  salts  to  which  its 
hardness  and  sjlidity  are  due.  But  it  is  through  connective  tissue  and  blood-vessels 
and  under  the  agency  of  highly  specialized  connective-tissue  cells — osteoblasts,  the  ''bone- 
builders,''  and  osteoclasts,  the  "bone-destroyers" — that  bone  is  formed  and  during 
development  ceaselessly  remoulded. 

The  general  pathological  processes  to  be  obserN'cd  in  bone  are  fundamentally 
similar  to  those  in  the  coft  tissues  of  the  body.  Disturbance  of  circulation,  necrosis, 
degenerations,  inflammation,  tumors,  etc.,  are  common.  But  their  manifestations 
are  modified  and  often  complicated  and  obscured  in  part  by  the  hardness  of  texture 
and  durability  of  bone  tissue,  but  especially  by  the  fre(]uent  participation  in  the  proc- 
esses of  the  osteoblasts  and  osteoclasts.  Tlius  it  is  that  many  abnormalities  of  the 
circulation  and  their  seciuela*  are  less  obWous  than  in  other  parts  of  the  body:  necrosis 
is  masked  by  appearances  due  to  the  inorganic  elements:  wliile  many  of  the  inflamma- 
tory processes  and  tumors  are  regularly  associated  with  the  formation  of  new  bone 
in  such  mass  and  measirc  as  often  to  distort  the  bone  and  greatly  complicate  the 
picture. 

We  have  seen  repeatedly,  in  stud3ring  the  lesions  of  the  viscera,  that  the  primary 
pathological  processes  are  modified  by  the  tissues  in  which  they  are  active.  Attention 
is  called  to  this  feature  in  l>one  only  because  the  regional  modification  is  here  so  con- 
spicuo'isly  marked  that  one  is  liable  to  lose  sight  of  the  unity  of  the  fundamental  proc- 
esses and  erroneously  to  conceive  that  the  pathology  of  bone  is  a  subject  especially 
obscure,  complex,  and  diflicult. 


In  old  age  or  in  senile  conditions  the  bones  may  become  atrophied  by 
the  absorption  of  the  hard  tissue;  the  medullary  spaces  are  enlarged,  the 
marrow  tissue  contains  less  fat  and  is  often  gelatinous  in  appearance. 
As  the  result  of  the  lack  of  use,  or  from  any  cause  which  interferes  with 
the  nutrition,  of  the  bone,  such  as  paralysis  of  the  muscles  or  diseases  of 
the  joints,  the  bones  may  atrophy.  In  connection  with  atrophy  there 
may  be  an  ossifying  periostitis,  which  results  in  making  the  bone  look 
even  larger  than  normal.  Many  of  the  conditions  commonly  called 
atrophy,  such  as  the  erosions  of  l)ones  from  tumors,  etc.,  pressing  upon 
them,  are  really  due  to  a  rarefying  osteitis. 

The  bones,  sometimes  as  the  result  of  atrophy  and  sometimes  from 


TIIK    BOXES    AND    JOIN'l>J  8^7 

causes  which  we  do  not  understand,  are  unusually  brittle  and  liable  to 
fracture.     This  disposition  is  sometimes  hereditary. 

DISTUBBANCES  OF  CIRCULATION. 

Hyperemia. — The  evidences  of  this  conilition  are  most  marked  to  the 
naked  eye  in  the  periosteum  and  marrow,  particularly  the  latter.  It 
should  l)e  remembered  that  the  color  of  the  marrow  varies  considerablv 
under  normal  conditions,  depending  upon  age  and  situation.  In  the 
bones  of  the  foetus  and  new-born,  and  near  the  areas  of  ossification  in  the 
young,  the  marrow  is  normally  red  in  color.  In  adults  the  marrow  of 
the  sternum,  vertebra*,  and  to  a  certain  degree  that  of  the  ribs,  pelvic 
and  cranial  bones,  and  the  cancellous  tissue  of  the  ends  of  the  long  bones, 
is  red  or  reddish  in  color.  But  most  of  the  marrow,  particularly  in  long 
bones  of  the  extremities,  is  of  a  yellowish  color  from  the  presence  of  fat 
cells.  In  old  age  the  marrow  of  all  the  bones  is  apt  to  become  pale,  and 
to  assume  a  more  or  less  translucent  or  gelatinous  appearance. 

Hypera?mia  usually  occurs  as  an  accompaniment  of  inflammatory 
processes  in  the  bone,  and,  when  marked,  the  periosteum  is  swollen  and 
red;  the  compact  bone  tissue  may  appear  of  a  pink  color,  while  the  mar- 
row, either  by  an  increase  in  the  amount  of  blood  or  absorption  of  its  fat, 
or  both,  may  be  of  a  uniform  dark-red  color  or  mottled  with  red  and  red- 
dish-vellow. 

Haemorrhage. — This  may  be  due  to  wounds  and  injuries,  to  infiamma- 
tor\'  and  necrotic  processes;  and  small  haMuorrhagcs  often  accompany 
scurvy,  purpura,  hainorrhagic  diathesis,  anil  leukaemia.  Clots  of  con- 
sideral)le  size  between  the  periosteum  and  bone  may  lead  to  serious  con- 
sequences, by  cutting  off  the  blood  supply  to  the  superficial  layers  of 
bone  and  thus  inducing  necrosis.  But  when  not  infected  through  con- 
tact with  the  air  or  by  micro-organisms  brought  in  the  circulatory  channels, 
thev  are  not  usuallv  of  serious  import,  and  are  readilv  absorbed.  The 
smaller  haemorrhages  of  the  medulla  are  not  usually  of  much  importance. 
The  decomposition  of  the  extra vasated  ])lood  may  ler.d  to  extensive 
pigmentation  of  the  marrow. 

HEALING  OF  WOUNDS  AND  FBACTTJBES  OF  BONE. 

The  process  of  healing  in  bone  after  fracture  is,  when  uncomplicated, 
at  first  similar  to  tliat  in  ordinarv  healing  bv  second  intention  in  fibrous 
tissue.  The  blood  and  other  exudates  and  the  tissue  detritus  are  gradu- 
ally absorbed  or  disposed  of  by  phagocytes.  By  a  ])roliferation  of  con- 
nective-tissue cells  of  the  region  a  larger  or  smaller  mass  of  granulation 
tissue  is  formed.  This  granulation  tissue  does  not  at  first  differ  in 
appearance  from  similar  tissue  formed  elsewhere  in  the  body  in  the 
reparative  phase  of  exudative  inflammation. 

But  soon,  under  the  influence  of  the  specially  endowed  cells  of  car- 
tilage or  bone  or  periosteum,  but  especially  of  the  latter,  the  granulation 
tissue  becomes  partially  replaced  either  by  cartilage  or  by  a  substance 
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resembling  hone  in  general  appearance  but  containing  no  lime  salts. 
This  is  called  oMcoid  tissue.  These  new  cartilaginous  and  osteoid  tissues. 
which  are  apt  to  occur  together,  form  irregular  masses  or  interlacing 
trahecula;  in  the  stroma  of  granulation  tissue.  This  constitutes  the 
so-called  callus  of  a  uniting  fracture  (Fig.  5S0). 

Gradually  the  osteoid  tissue  Incomes  osseous,  and  tlic  masses  of  car- 
tilage and  bands  of  periosteal  and  other  fibrous  tissue,  under  transfor- 
mations practically  identical  with  those  seen  in  normal  development,  are 
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converted  into  bone.  Thus  by  gradual  absorption  and  re-formation  of 
bone  in  the  usually  redundant  provisional  bony  mass,  and  by  the  re- 
adjustment of  its  vascular  channels,  the  healing,  with  more  or  less  per- 
manent deformity,  is  accomplished  (Fig.  581). 

If  the  conditions  be  not  favorable,  the  healing  of  fractures  may  occur 
only  by  fibrous-tissue  formation,  so  that  so-called  "false  joints"  may 
result.  The  healing  of  other  injuries  and  losses  of  sub.stancc  occurs  by  a 
process  similar  to  that  described  in  Fractures, 

UraiiAlntATION. 

The  periosteum,  bone  tissue,  and  marrow  are  so  intimately  connected 
that  in  most  cases  they  all  share  to  a  greater  or  less  degree  in  the  patholog- 
ical alterations  of  the  bones.  But  as  sometimes  one,  sometimes  another 
is  most  markedly  involved,  it  is  convenient  to  consider  separately  here 
the  inflammatorj'  changes  by  which  they  are  respectively  affected. 

PkRI  OSTITIS. 

Exudative  inflammalion  in  the  periosteum  is  essentially  similar  to 
this  form  of  inflammation  in  other  parts  of  the  body,  except  as  it  is 
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mollified  by  the  relationships  of  the  eoiiiiective  tissue  r.nd  blood-vessels 
to  the  hard  hone  and  by  the  presence  and  perfnriiiiuifos  of  the  ostcobhists 
and  associated  cells  peculisir  to  bone. 

\Vc  may  distinguish  several  forms  of  pciiosteal  in  Ham  mat  ion. 

Simple  Exudative  Periostitis. — This  is  apt  to  occur  in  children  and  ill- 
nourished  persons  after  comparatively  slijtht  injuries  or  from  unknown 
causes.  The  periosteum  i-s  thickened, 
succident,  confrested,  and  moi-e  or  Icji.'s 
abundantly  iiifdtratcd  with  leucocytes. 
It  becomes  less  firmly  adhei-ent  to  the 
bone,  and  the  cells  of  the  inner  layers  ai-e 
increased  in  number.  This  form  of  in- 
flammation may  terminate  in  resolution, 
or  if  may  lead  to  other  pha.ses  of  in- 
flammation. 

Suppurative  Periostitis  may  begin  as  a 
simple  or  as  a  purulent  inflammation.  The 
pus  is  formed  in  the  inner  layei-s  of  the 
periosteum,  and  between  it  and  the  bone. 
The  outer  layers  of  the  periosteum  may  for 
a  long  time  resist  the  suppurative  process. 
The  accumulation  of  pus  may  di.iscct  up 
the  membrane  from  the  bone  and  leave  the 
latter  bare.  The  pu.s  thus  formed  may 
remain  in  this  position  for  a  lonfr  time, 
or  be  ab.sorbed,  or  become  dry  and  cheesy, 
or  it  may  bur.st  lhrou,s;h  the  periosteum 
and  lead  to  abscesses  in  the  soft  parts.  The 
Ixine,  if  separated  from  its  nutrient  mem- 
brane, may  remain  unchanged,  but  more 
frequently  necrosis  or  inflammation  of  the 
bone  itself  is  set  up.  .Such  a  periostitis 
may  run  an  acute  or  a  chronic  course. 

Sometimes  sup|>urative  periostitis  takes 
on  a  verj'  malignant  character,  I'us  is 
developed  not  only  beneath,  but  in  the 
periosteum,  forming  abscesses  filled  with 
foul  pus.  The  periosteum  breaks  down 
into  a  gangi-enous,  foul-smellinK  mass,  and 
the  same  change  may  affect  the  neighbor- 
ing  soft  parts.  The  meilulla  may  take  part 
in  the  process  and  break  down  into  a  pur- 
ulent, gangi-enous  mass.  Ihemorrhages 
may  complicate  the  process.  The  lymph- 
nodes  are  enlarged  ami  swollen;  ab.'ice.sses 
may  form  in  diffen-nl  i)arts  of  the  body, 
and  the  patient  may  tlie  with  the  symp- 
toms of  pyaimia.     The  Sti-eptococcus  and 
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Staphylococcus  pyogenes  arc  the  most  common  cxiitunts  of  suppura- 
tive inflammation. 

Fibrous  Periostitis. — This  is  a  chronic  form  of  inflammation,  resulting 
in  the  development  of  new  connective  tissue  in  the  periosteum,  which 
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becomes  thickened  and  dense  and  unusually  adherent  to  the  bone.     It 
may  accompany  necrosis,  chronic  arthritis,  chronic  ulcers  of  adjacent  soft 
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parts,  elc,  or  follow  simple  acute  periostitis.     It  may  in  many  instances 
l>e  roKariiod  ii.s  a  cimscrvative  proces.s  of  a  reparative  character. 

Ossifying  Periostitis  results  in  the  f<»rmalion  of  new  Ixme  from  the  inner 
layers  of  the  periosteum.     The  masses  of  new-formed  bone,  called  osleo- 
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pAi/tes,  are  of  variable  shape.  They  may  form  a  thin,  velvet-hlce,  villous 
layer  (Fig.  582);  or  they  are  little  spiciila;  or  form  larger,  rounded  masses 
(see  Figs.  583,  584),  or  a  thick,  imiform  layer  extending  over  a  large  part 
of  a  bone.  They  may  have  at  first  a  loose,  spongy  character,  and  be  loose- 
ly connected  with  the  old  bone.  But  layers  of  compact  bone  tissue  are 
formed  within  their  medullary  spaces,  which  are  thus  gradually  filled, 
and  they  join  the  old  bone  so  that  they  may  finally  become  as  com- 
pact as  or  even  more  compact  and  dense  than  noimal  bone  to  which 
they  are  firmly  joined.  The  hyperostoses  and  exostoses  thus  formed  may 
remain  indefiiiitely,  or  they  may  gradually  become  smaller  and  finally 
disappear  by  absorption. 

The  formation  of  new  bone  in  osteophytes,  or  in  dense  masses  beneath 
and  in  the  periosteum,  occurs  as  a  result  of  the  same  process  by  which 


bone  ti.ssiie  i.s  normally  formed.  Certain  large  cell.'!,  cullrd  osieobUfl", 
which  are  developed  along  the  blood- vc.-isels.  posse?-s  the  power  of  drjiusit- 
ing  osseous  basement  suliMtjinco  about  thciusolvcs  ;ind  ho  forming  bi>np. 
Pathological  new  formation  of  bone  dilTers  from  the  normal  mainly  in 
the  conditions  uniler  which  it  occurs.  The  blonil-vcssfls  around  which 
the  pathological  bone  develops,  which  grow  out  of  the  old  vcs.icis,  as  in  the 
formation  of  granulation  tissue,  are  irregularly  lurangt^l  and  subject  to 
a  variety  of  abnormal  nutritive  and  mechanical  condititms,  so  that  the 
new  bone  is  usually  formed,  not  in  a  series  of  definite  systems  of  lamella', 
but,  as  al)0ve  described,  in  a  series  of  irregular  spicula  or  masses.  More- 
over, as  will  be  seen  further  on,  the  conditions  under  which  it  is  formed 
being  liable  to  change,  and  itself  serving  no  tiefinite  purpose  in  the  econ- 
omy, as  does  normal  bone,  pathological  new  bone  is  often  an  evanescent 
structure.     The  details  of  its  disappearance  will  be  considered  Ih'Iow. 

Syphilitic  Periostitis. — Syphilitic  infection  mayexcite  simple,  purulent, 
fibrous,or  ossifying  periostitis.  In  addition  to  tliescgummata  (see  p.  265) 
may  Ije  developed  in  the  periosteum  in  long  bone.*,  most  frequently  on 
the  shaft,  where  they  cause  a  more  or  less  fusiform  enlargement.     Tho 
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bone  tissue  is  usually  more  or  less  involved.  The  gummata  may  be 
absorbed  or  undergo  clieesy  degeneration,  or  ho  converted  into  fibrous 
tissue,  or  they  may  suppurate. 

Tuberculous  Periostitis. — In  badly  nourished  persons,  parficuhirly  in 
children  suffering  from  scrofula,  chronic  purulent  periostitis  is  frequently 
associated  with  the  formation  of  miliary  tuherclcs.     Abscesses  are  apt  to 


form  in  and  about  the  periosteum,  and  when  these  are  evacuated  granu- 
lation tissue  may  develop,  which  contains  miliary  tubercles.  The  bone 
is  apt  to  be  involved  to  a  greater  or  less  extent  in  simple  inflammatory 
changes  or  caries  (Fig.  5S5). 


OSTKITIS. 

Inflammation  in  bone  tissue  is  dependent  upon  the  same  ^neral  con- 
ditions and  presents  essentially  the  same  aeries  of  phenomena  as  inflam- 
mation in  other  kinds  of  connective  tissue.  Hut  it  is  variously  modified 
in  detail  by  the  peculiar  den?o  and  unyielding  character  of  the  basement 
substance,  and  by  certain  peculiarities'  of  the  blood  supply  and  the 
nutritive  comlitions  under  which  the  cells  are  placed.  In  -simple  exuda- 
tive inflammation  the  same  series  of  phenomena  occur  in  connection  with 
the  bloDi I- vessels  as  in  other  tis-sues.  resulting  in  the  proiiuction  of  serum, 
fibrin,  and  pus;  but  the  extent  to  which  these  changes  occur  is  lim- 
ited and  constantly  associated  with  striking  alterations  in  the  basement 
substance.  It  is  these  secondary  alterations  in  the  basement  substance 
which  lend  to  inflammations  of  the  bone  their  most  peculiar  characters, 
and  in  the  prominence  which  these  assume  the  fundamental  alterations 
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are  often  overlooked.  The  most  common  of  these  secondary  alter- 
ations  are  the  absorption  of  the  hard  basement  substance  of  the  bone  and 
its  replacement  by,  or  conversion  into,  young  cellular  forms  of  fibrillar 
connective  tissue  or  marrow  tissue,  and  the  new  formation,  in  a  more  or 
less  typical  manner,  of  new  bone.  The  active  phenomena  of  inflamma- 
tion in  bone  are  processes  of  the  blood-vessels  and  the  fibrillar  connective 
tissue  as  in  other  parts  of  the  body,  the  hard  bone  substance  being  in 
a  certain  sense  only  secondaril)^  involved. 

As  a  result  of  these  changes  the  bone  in  simple  inflammation  becomes 
more  vascular,  and,  with  an  increase  of  spaces  filled  with  granulation  or 
marrow  tissue,  more  porous  at  the  expense  of  the  dense  basement  sub- 
stance. Or  the  new-formed  spaces  or  the  marrow  cavities  may  be  con- 
stantly encroached  upon  by  the  new-formed  bone  lamella)  on  their  walls, 
so  that  the  bone  becomes  more  compact.  Or,  as  is  frequently  the  case, 
both  series  of  changes  occur  either  simultaneously  in  diflferent  regions, 
or  follow  each  other,  or  are  variously  associated  together.  Very  fre- 
quently one  or  the  other  of  the  opposing  forms  of  alteration  predominates, 
or  one  may  occur  to. the  exclusion  of  the  other,  and  we  thus  have  two 
prominent  forms  of  inflammation,  which  are  called  rarefying  osteitis 
or  osteo-porosiSy  and  condensing  osteitis  or  osteosclerosis.  The  exact 
nature  of  the  conditions  under  which  in  one  case  the  bones  become 
more,  in  another  less  dense,  we  do  not  understand.  Nor  is  the  exact  way 
in  which  the  osteoclasts  dissolve  hard  bone,  or  the  osteoblasts  secure  and 
deposit  inorganic  salts  and  become  bone  cells  as  yet  clear.  Furthermore, 
more  or  less  characteristic  forms  of  inflammation  may  occur  in  syphilitic 
and  tuberculous  infection — syphilitic  and  tuberculous  osteitis.  Suppura- 
tive osteitis  may  further  complicate  the  process. 

In  addition  to  these  phases  of  inflammation  in  l.)one,  and  in  frequent 
and  varied  association  with  them,  there  are  alterations  leading  to  death 
and  destruction  of  bone  tissue  in  greater  or  less  amount,  which  are  called 
caries  and  necrosis.  Finally,  any  of  these  forms,  and  commonly  several 
of  them  at  once,  are  variously  associated  with  more  or  less  marked 
inflammatory  or  ilegencrative  alterations  of  the  periorteum  on  the  one 
hand,  or  the  marrow  tissue  on  the  other,  or  of  both  combined. 

Rarefying  Osteitis  consists  essentially  in  the  formation  in  the  marrow 
spaces.  Haversian  canals,  or  beneath  the  periosteum,  of  new,  very  cel- 
lular and  vascular  tissue,  resembling  granulation  of  young  marrow  tissue, 
under  whose  influence  the  basement  substance  of  the  bone  is  absorbed. 
This  absorption  of  the  bone  takes  place  largely  as  bone  is  a])sorbed  in 
normal  growth,  namely  under  the  influence  of  certain  large  cells,  which 
are  grouped  around  the  blood-vessels.  If  a  thin  section  of  bone  which 
is  undergoing  absorption  be  examined  (Fig.  oS6),  the  edges  of  the  bone 
which  border  on  the  vascular  surfaces  are  found  irregularly  indented  by 
deep  or  shallow  depressions,  sometimes  simple,  sometimes  quite  complex. 
These  are  called  Howships  lacuncc  and  are  usually  filled  or  lined  by  larger 
and  smaller  granular,  frequently  multinuclear  cells — the  so-called  osteo- 
clasts. In  the  larger  lacuna*  there  may  be  granulation  tissue  with  loops  of 
blood-vessels,  with  or  without  osteoclasts.  Under  the  influence  of  the 
53 
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osteoclasts  or  of  the  new  vascular  tissue,  the  bone  is  gradually  ah- 
sorljed. 

On  the  other  hand,  there  may  bcirregular  branching  channels  through 
the  bone  across  the  lamella',  which  appear  to  I)e  due  to  the  enlargement 
and  coalescence  of  the  lacuna?  and  canalicuii,  without  the  direct  influence 
of  blood-vessels  or  other  cells  than  the  fixed  cells  of  the  hone. 

The  tissue  which  replaces  the  al>sorl>cd  bone  may  be  very  rich  in 
small  spheroidal  cells,  or  it  nniy  be  more  or  less  fibrillar. 

As  a  result  of  this  process  irregular  islets  of  l)one  tissue  may  be 
entirely  separated  from  adjacent  bone  and  surrounded  by  a  more  or  less 


Flo.  686.— Rabefting  Osteitis  in  L'lna  op  Child. 

a,  IwtUted  bone  tragmpnt  with  rough  oIkm:    b,  marrow  tiwue;    c,  IloWhliip'H  lacuiia>  with 

oatcoclutH. 

fibrillar  vascular  tissue:  this  is  most  apt  to  occur  in  the  cancellous  tissue. 
Or  the  originally  compact  bone  may  l>ecome  traversed  liy  a  series  of  larger 
and  smaller  irregular  branching,  communicating  channels  with  ragged 
walls.  These  progressive  alterations  may  cease,  and  be  succeeded  by  a 
new  formation  of  bone  along  the  edges  of  the  channels  or  cavities. 

Rarefyingosteitismay  occurasnn  independent  process  from  unknown 
causes;  it  is  often  associated  with  scrofula,  with  diseases  of  the  joints, 
with  fractures  or  other  injuries  to  the  l>one;  it  often  forms  a  predominant 
feature  in  tulwrculous  inflammation  of  the  l>onrs.  It  is  chiefly  by  a 
rarefying  osteitis  that  l)one  tissue  is  eroded  and  destroyed  in  the  vicinity 
of  tumors,  aneurisms,  etc.,  which  exert  pressure  on  the  bones.  By  the 
same  process  the  sharp  ends  of  fractured  bones  may  Ije  rounded  off  as 
healing  proceeds. 

When  this  form  of  inflammation  occurs  in  cancellous  bone  tissue  the 
marrow  is  red  or  gelatinous,  and  the  bony  septa  may  disappear  altogether, 
BO  that  in  extreme  cases  there  may  be,  instead  of  cancellous  bone,  a  mass 
of  granulation  tissue.     When  the  process  occurs  in  the  articular  extrem- 
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ity  of  a  bone  the  granulating  tnediilla  may  send  little  offslioots  through 
the  articular  cartilage.  These  may  become  fused  together  and  inflam- 
mation of  the  joint  may  follow.  The  walls  of  the  shafts  of  the  long 
bones  may  be  converted  into  spongj'  tissue.  If,  as  is  sometimes  the  case, 
an  ossifying  periostitis  occurs  at  the  same  time,  the  bone  is  thickened  but 
spongy;  or  sometimes  tliere  are  concentric  layers  of  compact  bone  tissue, 
separated  by  rarefied  bone. 

Condensii^Osteitis  (Osteo-Sclerosis).— This  lesion  is  characteriaed  by 
the  new  formation  of  bone  in  the  walls  of  the  marrow  cavities  or  Haver- 
sian canals.  The  bone  is  formed  under  the  influence  of  the  blood-vessels 
and  osteoblasts,  as  in  normal  bono  formation,  but  with  less  regularity. 
It  may  result  in  the  conversion  of  cancellous  tissue  into  compact  bone, 
in  the  filhng  up  of  the  medullary  cavity  of  long  bones  with  more  or  less 
dense  bone  tissue.  The  compact  bone,  owing  to  the  filling  of  its  Haver- 
sian canals,  may  become  very  dense  and  ivory-like.     When  the  medullary 
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red  marrow  by  the  absorption  of  fat  and  increased  vascularity. 

Osteo-sclerosis  is  frequently  associated  with  ossifying  periostitis.  It 
often  follows  rarefying  osteitis,  and  then  the  Howship's  lacuna-  resulting 
from  the  original  absorption  process  may  be  fdled  and  covered  in  with 
new  bone  lamellre  (P'ig.  5S71.  It  is  apt  to  occur  in  connection  with 
necrosis  or  chmnic  inflammation  of  a<Ijacent  soft  parts,  and  is  then  a 
reparative  and  conservative  process,  but  it  sometimes  occurs  indepen- 
dently under  unknown  conditions. 

Suppurative  Osteitis  (Abscess  of  Bone). — This  process  occurs  usually  in 
the  ends  of  the  long  bones,  and  is  associated  with  rarefying  osteitis.     As 
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the  hone  tissue  is  absorbed,  a  circumscribed  cavity  may  be  formed  in  tlie 
bone,  filled  with  pus  and  lined  with  granulation  tissue. 

Less  frequently  abscesses  are  formed  in  the  shaft  of  a  long  bone  l)y 
circumscribed  suppuration  of  the  medulla.  Such  abscesses  may  occur  in 
old  people  and  may  be  of  long  duration.  They  may  gradually  enlarge 
and  be  accompanied  by  an  ossifying  periostitis,  so  that  the  bone  is  ex- 
panded. The  abscesses  in  suppurative  osteitis  sometimes  develop  rapidly 
and  may  perforate.  On  the  other  hand,  instead  of  abscesses,  there  may 
be  a  diffuse  infiltration  with  pus  of  the  Haversian  canals  or  of  the  spaces 
formed  by  rarefying  osteitis  (see  Osteomyelitis,  below). 

Osteomyelitis. — The  tissues  of  the  medulla  so  frequently  share  in  the 
inflammatory  processes  in  bone  that  many  conditions  described  as  osteitis 
are  reallv  osteomvelitis.  It  is  customarv,  however,  to  reserve  the  lat- 
ter  name  for  those  cases  in  which  the  medulla  is  primarily  or  chiefly 
involved. 

Acute  Infectious  Osteomyelitis. — This  mav  occur  as  the  result  of 
a  local  injury  which  permits  the  access,  or  favors  the  development,  of 
pyogenic  micro-organisms;  it  may  be  metastatic,  resulting  from  the 
transportation  of  infectious  material  from  other  parts  of  the  body  in  septi- 
caemia and  pyaemia,  in  typhoid  fever,  in  the  exanthematous  fevers,  and 
under  other  conditions;  or  it  may  occur  without  evidence  of  local  predis- 
position or  of  infectious  processes  in  other  parts  of  the  body. 

The  lesions  of  acute  infectious  osteomyelitis  are,  in  the  large  majority 
of  cases  at  least,  due  to  the  presence  and  action  of  the  pyogenic  cocci, 
the  Staphylococcus  pyogenes  and  the  Streptococcus  pyogenes,  and  in 
many  of  its  forms  it  may  be  regarded  as  one  of  the  phases  of  septicaemia 
or  septico-pyaMiiia. 

While  the  lesions  \i\ry  widely,  the  following  general  description  is 
applicable  to  a  considerable  proportion  of  the  cases: 

At  the  commencement  of  the  disease,  which  usually  begins  in  the  shaft 
of  one  of  the  long  bones,  there  are  hypera^mia  and  cedema  of  the  medulla, 
so  that  if  the  bone  be  opened  the  marrow  is  soft  and  of  a  dark-red  color. 
A  diffuse  suppuration  now  rapidly  ensues,  and  the  marrow  becomes 
streaked  or  mottled  with  gray.  Occasionally,  though  not  often,  larger 
and  smaller  abscesses  mav  form  in  the  marrow.  The  inflammatorv  areas 
may  be  circumscribed;  or,  in  the  more  malignant  cases,  the  entire  mar- 
row may  become  rapidly  involved.  The  cancellous  tissue  of  one  or  both 
of  the  epiphyses  usually  ])ecomes  affected.  The  disease,  however,  is 
not  commonly  confined  to  the  medullar}'  spaces.  The  periosteum  be- 
comes cjedematous  and  infiltrated  with  pus,  and  the  surrounding  soft  parts 
may  become  the  seat  of  intense  inflammatory  changes.  Abscesses  of  the 
periosteum  or  surrounding  tissues  are  ^pt  to  form.  As  a  result  of  these 
changes,  necrosis  of  greater  or  less  portions  of  the  bone  may  ensue  with 
the  formation  of  larger  or  smaller  sequestra  (see  p.  840).  The  med- 
ullary cavity  may  become  enlarged  as  pus  accumulates,  and  the  wall 
of  the  bone  may  be  broken  through,  permitting  the  discharge  of  pus  out- 
ward. Sometimes  several  bones  are  involved  at  once.  Secondary  in- 
volvement of  the  joints  is  very  frequent.     Here  there  may  be  only  a 
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serous  or  purulent  exudation;  or  the  acute  and  destructive  inflammatory 
process  may  extend  beneath  the  joint  and  produce  extensive  alterations. 
In  young  persons  the  epiphyses  very  frequently  become  separated  from 
the  shaft  bythe  destruction  of  the  cartilage  which  binds  them  together. 

In  the  severer  cases,  which  are  often  called,  par  excellence,  malignant 
osteomyelitis,  the  changes  may  be  very  rapid  and  destructive.  The 
medulla  is  disintegrated  and  gangrenous;  the  joints  are  soon  involved; 
necrosis  of  large  portions  of  the  bone,  sometimes  of  the  whole  shaft, 
occurs,  the  periosteum  and  surrounding  parts  become  gangrenous;  the 
veins  contain  thrombi,  and  pyaimic  infarctions  and  abscesses  may  form 
in  various  parts  of  the  body.' 

Chronic  OsTF;o.MyKi.iTis. — In  prolonged  cases  of  osteomyelitis  there 
is  apt  to  be  more  or  less  ossifying  periostitis  and  osteo-aclerosis,  and 
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fistula?  may  form  in  the  bone,  through  which  the  exudates  are  dis- 
charged.' 

Tuberculous  Osteitis  is  primarily  a  tuberculous  inflammation 
of  the  soft  parts  of  bone  with  associated  rarefying  and  formative  proc- 
esses in  the  hard  bone.  The  tubercles  are  sometimes  small  and  scattered, 
(Fig.  I'jSS)  sometimes  they  unite  to  form  larger  foci  or  large  diffuse  case- 
ous masses.  There  may  be  extensive  involvement  of  the  medulla. 
Rarefying  and  condensing  osteitis  and   necrosis  often  accompany  the 
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tuberculous  process.  Thus  the  bone  frequently  becomes  spong>'  or 
fragile  (Fig.  585).  Much  of  the  new  tissue  formed  in  tuberculosis  of  the 
bones  is  simple  granulation  tissue  or  fibrous  tissue  of  reparative  character. 

Not  infrequently  an  exudative  inflammation  occurs  with  the  for- 
mation of  the  so-called  cold  abscesses.  This  abscess  formation  in  bone 
as  well  as  in  soft  parts  may  be  due  to  the  tubercle  bacillus  alone.  But 
concurrent  infection  of  tuberculous  areas  often  takes  place,  the  pyogenic 
or  other  organisms  gaining  access  to  the  involved  region  either  through 
the  blood  channels  or  by  surface  openings,  fistukp,  sinuses,  etc. 

Tu])erculous  inflammation  is  most  frequent  in  early  life  and,  save 
for  the  smaller  bones,  such  as  the  phalanges,  metacarpal,  metatarsal,  it 
rarelv  involves  the  shafts  of  bones.*  It  is  often  associated  with  tuber- 
culous  involvement  of  the  joints  (Fig.  585). 

Syphilitic  Osteitis. — Syphilitic  infection  may  lead  to  one  or  other  of  the 
forms  of  osteitis  just  described,  or  gummatous  nodules  may  form.  Syph- 
ilitic osteitis  usually  commences  in  the  periosteum,  which  becomes  thick- 
ened and  infiltrated  with  cells,  so  that  there  mav  be  a  circumscribed 
thickening  of  the  periosteum,  with  or  without  distinct  gummata.  The 
vessels  which  extend  from  the  periosteum  into  the  bone  become  sur- 
rounded by  new  cellular  tissue,  which  causes  an  enlargement  of  the 
canals.  At  this  stage,  if  the  periosteum  be  stripped  off,  it  drags  with  it 
the  vessels  surrounded  by  the  new  cell  growth,  leaving  the  bones  beneath 
with  numerous  small  perforations  extending  inward.  As  the  disease 
progresses  the  channels  in  the  bone  enlarge  l>y  a  rarefying  osteitis  am' 
coalesce,  forming  large,  irregular  defects  filled  with  new  fibrous  tissue. 
In  these  masses  of  new  tissue,  cheesy  degeneration  may  occur,  so  that  the 
new  growth  has  more  or  less  of  the  character  of  a  gumma.  In  the  vicin- 
ity of  those  gumma-filled  spaces  a  condensing  osteitis  may  occur,  both  in 
the  substance  of  the  bone  and  on  the  surface,  in  the  form  of  osteophytes, 
so  that  the  opening  in  the  bone  may  be  surrounded  by  an  elevated,  irreg- 
ular ring  of  bone  tissue.  All  this  may  occur  beneath  the  uninvolved 
skin,  or  the  skin  may  participate  by  a  suppurative  inflammation,  result- 
ing in  ulceration.  These  processes  may  be  circumscril)ed  or  involve  a 
large  part  of  a  bone.  It  is  not  infrecjuently  associated  with  necrosis  of 
larger  and  smaller  portions  of  lx>ne.  The  syphilitic  tissue  may  be  ab- 
sorl>ed  and  its  place  l>e  more  or  less  filled  with  fibrous  tissue.  Syphilitic 
osteitis  is  most  frequent  in  the  cranial  bones,  but  may  occur  elsewhere, 
as  in  the  sternum,  clavicle,  tibia  and  fibula,  the  ribs,  etc. 

Congenital  Syphilis. — The  bones  of  young  children  in  this  condition 
may  show  increased  density  or  evidencesof  periostitis,  or  irregular  thick- 
enings, particularly  of  the  skull.  Characteristic  lesions  are  frequently 
found  in  the  long  bones  in  still-born  or  young  children  who  are  the  vic- 
tims of  hereditary  syphilis.  These  lesions  are  found  for  the  most  part 
along  the  border  zone  between  the  epiphysis  and  diaphysis.     In  normal 

•  For  tlie  relfttionHllip  of  bloo<l  supply  in  bone  to  tho  location  of  tuberruloii.s  lesions,  see 
Lexer,  Kuliga  u.  Turk,  "  Untcn*.  in  Knorhennrtericn,  otc,"  Arch,  f,  klin.  Oiir.,  Bd.  bcxi.,  p. 
9.  1903,  and  ibid.,  Bd.  Ixxiii.,  p.  41,  1904.  For  a  review  of  this  see  Bloodgood,  Progressive 
Medicine,  vol.  vi.,  p.  195,  1904. 
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ossification  of  the  long  bones,  tlie  border  line  between  the  calcification 
and  ossification  zones  is  narrow,  sharply  defined,  and  straight,  or  lightly 
and  evenly  curved.  In  the  syphilitic  bones,  on  the  contrary,  this  line  is 
broader,  uneven,  and  presents  various  modifications,  which  merge  into 
one  another,  so  that  all  intermediate  forms  may  be  seen.  In  a  lesion  of 
moderate  grade  there  may  be,  between  the  cartilage  and  the  new-formed 
spong>'  bone,  a  white  or  reddish-white  zone,  about  two  millimetres  in 
breadth,  with  very  irregular  borders,  consisting  of  calcified  cartilage,  in 
which  the  linear  groups  of  cartilage  tells  are  more  abundant  than  normal. 
In  more  pronounced  lesions  the  calcified  zone,  still  containing  an  unusual 
number  of  cartilage  cells,  is  broader  and  still  more  irregular  and  less 
sharply  out  lined  against  the  ossification  zone.  The  cartilage  just  beyond 
it  is  softer  and  almost  gelatinous,  and  may  contain  numerous  blood-ves- 
sels, islets  of  connective  tissue  or  of  calcification,  or  irregular  ossification. 
Finally  the  bone  may  be  pouched  out  at  the  sides  around  the  ossification 
and  calcification  zones,  and  the  perichondrium  and  periosteum  thickened. 
The  whitish,  irregular  calcified  zone  is  hard  and  friable.  Between  this 
and  the  new-formed  bone  there  is  an  irregular,  soft,  gray  or  grayish- 
yellow  zone,  from  two  to  four  millimetres  in  thickness,  which  forms  a  loose, 
readily  separated  connection  between  the  cartilage  and  the  diaphysis. 
The  white,  friable  zone  consists  mainly  of  irregular  rows  of  degenerated  and 
distorted  cartilage  cells  lying  in  a  calcified  basement  substance,  of  irreg- 
ular masses  of  atypical  bone  tissue,  and  of  blood-vessels  surrounded  by 
variously  shaped  cells.  The  soft  zone  consists  of  more  or  less  vascular 
tissue  with  homogeneous  l^asement  substance,  and  round  and  spindle- 
shaped  cells.  This  soft  zone  is  not  sharply  outlined  againjt  the  adjoin- 
ing new-formed  spongy  bone,  which,  instead  of  consisting  of  the  normal 
marrow  spaces  with  bcmy  lamelhr  between  them,  is  largely  composed  of 
granulation  tissue. 

Different  phases  of  this  faulty  development  may  be  seen  in  different 
bones  in  the  same  individual.  According  to  Wegner  the  lesion  is  usually 
most  advanced  in  the  lower  end  of  the  femur,  then  in  the  lower  ends  of 
the  leg  bones  and  of  the  forearm,  then  in  the  upper  ends  of  the  tibia, 
femur,  and  fi])ula. 

Not  infrequently  there  is  fatty  degeneration  of  the  marrow  cells  and 
blood-vessels  giving  the  marrow  a  reddish-yellow  color.  These  altera- 
tions of  the  bones  may  occur,  not  only  in  children  who  have  gimimata  in 
other  parts  of  the  body,  but  also  in  those  in  whom  other  evidences  of 
syphilitic  infection  are  absent.  So  uniform  is  their  occurrence  that  their 
presence  alone  suffices  for  the  establishment  of  a  diagnosis. 

NECROSIS. 

Necrosis  is  the  death  of  a  larger  or  smaller  portion  of  bone.  This 
may  be  induced  by  conditions  which  deprive  the  bone  of  its  proper  vas- 
cular supply  from  the  periosteum  and  medulla.  It  may  l)e  associated 
with  suppurative  periostitis,  osteomyelitis,  and  osteitis,  traumatic  sepa- 
ration of  the  periosteum,  ulcers  of  neighboring  soft  parts,  emboli,  the 
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action  of  phosphorus  vapor,  and  exhaustive  infectious  diseases.  Necro- 
sis is  a  pure  form  of  gangrene,  differing  from  ganfjiene  of  soft  parts  in 
that  the  dead  bone  has  at  first ,  and  may  retain  for  a  long  time,  the  general 
outward  characters  of  the  normal  bone;  while  in  dead  soft  parts  rapid  ab- 
sorption may  occur,  or,  should  bacteria  of  various  forms  be  present  or  gain 
access  to  the  dead  tissue,  putrefaction,  with  complex  changes,  may  ensue. 
When  a  portion  of  bone  has  died,  inflammation  occurs  at  the  dividing- 
line  between  the  dead  and  living  bone.  This  inflammation  has  the  char- 
acters of  a  rarefying  osteitis  (see  above),  and  finally  separates  the  dead 
from  the  living  bone.  The  dead  bone,  orscqueslruni,  may  remain  smooth 
and  unaltered  (Fig.  5S9),  or  it  may  be  eroded  by  the  influence  of  sur- 
rounding pus  or  granulation  tissue  or  osteoclasts.     In  this  way  it  is  pos- 


sible for  the  sequestrum,  if  it  be  small,  to  be  entirely  absorbed.  More 
frequently  there  is  a  production  of  new  bone  around  the  sequestrum, 
either  Iwneatli  the  periosteum  or  in  the  substance  of  the  bone,  and  this 
becomes  lined  with  granulation  tissue,  from  which  pus  may  continue  to 
beforme<l,  bathing  the  sequestrum. 

Necrosis  may  involve  the  superficial  layers,  or  the  entire  thickness  of 
the  wall  of  a  long  bone,  or  only  the  8pong>'  tissue  and  inner  layers,  or  an 
entire  Irene,  or  a  numl>er  of  different  portions  of  the  same  bone,  but  it  is 
most  apt  to  occur  in  compact  bone. 

The  death  and  separation  of  the  bone  may  be  soon  followed  by  the 
growth  of  new  bone  to  repair  the  loss.  The  periosteum,  the  medulla, 
and  the  surrounding  soft  tissues  may  all  take  part  in  this  new  growth. 
The  new  bone  is  usually  irregidar,  rough,  and  perforated  with  openings 
through  which  pus  formed  around  the  sequestrum  may  lie  discharged. 
If  the  sequestrum  lie  removed,  healing  may  occur  by  the  formation  of  new 
bone;  but  the  bone  is  usually  more  or  less  distorted  by  the  irregular  new 
ossification. 

Phosphorus  Nccronix. — Under  the  influence  of  phosphorus  vapor,  peri- 
ostitis and  osteitis,  particularly  of  the  jaw,  are  apt  to  occur,  which 
usually  lead  to  more  or  less  extensive  necrosis,  generally  associated  with 
prolonged  and  often  extensive  suppuration. 
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CAKIES. 

Caries  of  bone  is  essentially  an  ulccrathv  o.s-/c(7;h.  resulting  in  proftres- 
sive  molecular  destruction  of  the  bone  tissue.  It  differs  from  necrosis  in 
that,  in  the  latter,  larger  and  smaller  masses  of  bone  die,  while  in  caries  the 
destruction  is  molecular  and  gradual  (Fig.  590).  It  may  occur  in  connec- 
tion with  any  form  of  osteitis,  with 
periostitis  and  osteomyelilia,  or  it 
may  be  setondarj'  to  inflammatory 
or  destructive  processes  in  the  joints 
or  adjacent  soft  parts.  The  de- 
pressed surfaces  of  bones  in  which 
caries  is  progressing  are  rough  and 
more  or  less  finely  jagged,  and  may 
be  covered  with  granulations.  The 
minute  changes  by  which  ulceration 
and  destruction  of  the  bone  are  pro- 
duced in  caries  are  somewhat  analo- 
gous with  those  in  rarefying  osteitis, 
but  there  are  marked  degenerative 
changes  in  the  bone  cells,  which  may 
become  fatty  or  converted  into  a 
granular  material.  Moreover,  the 
basement  substance  of  the  bone,  in- 
stead of  being  absorbed,  may  disin- 
tegrate, with  the  formation  of  larger 
and  smaller  masses  of  detritus. 
Sometimes  the  lime  salts  are  re- 
moved from  the  basement  substance, 
which  is  converted  into  atypical 
fibrillar  tissue  and  fatty  and  gran- 
ular detritus.  Very  extensive  sup- 
purations and  necrosis  may  Ije  asso- 
ciated with  caries. 

Long-cont  inued  caries,  especially 
in  badly  nourished  individuals,  is 
apt  to  become  complicated  with  tu- 
Iwrculous  inflammation. 

There  is  ver>-  little  tendency  to        lie.  suo.— t'AHitBotTHi:  ViJHTtim.);. 
spontaneous  healing  in  caries,  but  it 

may  occur,  and  the  defects  produced  may  be  more  or  leas  supplied  by 
means  of  new-formed  bone. 


RACHITIS.    (BickeU.) 

Rickets  is  a  developmental  disease  o!  bone,  in  which  the  proper 
ossification  does  not  take  place.     The  disease  usually  occurs  during  the 
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first  two  years  of  life,  but  may  be  tongenilal,'  or  may  occur  as  late  as 
the  twelfth  year. 

The  physiological  growth  of  bones  presents  three  phases.  They 
grow  in  length  by  the  production  of  bone  in  the  cartilage  between  the 
epiphysis  and  diaphysis;  in  thickness,  by  the  growth  of  bone  from 
the  inner  layers  of  the  periosteum.  At  the  same  time  the  medullary 
canal  is  enlarged,  in  proportion  to  the  growth  of  the  bone,  by  the  disap- 
pearance of  the  inner  layers  of  bone. 

In  rickets  these  three  phases  of  growth  are  abnormal.  The  carti- 
laginous and  subperiosteal  cell  growth,  which  precedes  ossification,  goes 
on  with  increased  rapidity  and  exuberance  and  in  an  irregular  manner, 
both  between  the  epiphyses  and  diaphyses  and  beneath  the  periosteum, 


while  the  actual  ossification  is  imperfect,  irregular,  or  wanting.  At  the 
same  time  the  dilatation  of  the  medullar}'  cavity  goes  on  irregularly 
and  often  to  an  excessive  degree. 

If  one  examine  microscopically  in  a  rachitic  bone  the  region  between 
the  epiphysis  and  diaphysis  (Fig.  591),  he  finds  that  the  cartilage  cells 
are  not  regularly  arranged  in  rows  along  a  definitezone  in  advance  of  the 
line  of  ossification,  as  in  normal  development,  but  that  there  is  an  irreg- 
ular heaping-up  of  cartilage  cells,  sometimes  in  rows,  sometimes  not, 
over  an  ill-defined  and  irregular  area.  The  zone  of  calcification  also, 
instead  of  being  narrow,  regular,  and  sharply  defined,  is  lacking  in  uni- 
formity. Areas  of  calcification  may  be  isolated  in  the  region  of  prolifer- 
ating cartilage  cells,  or  calcification  may  be  altogether  absent  over  con- 
siderable areas. 


i,  Zirglor' 
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Corresponding  to  these  irregularities  the  ossification  zone  is  also  irreg- 
ular. New-formed  Ijone  and  marrow  cavities  containing  blood-vessels 
may  lie  in  the  midst  of  the  cartilage,  or  masses  of  cartilage  may  lie  deep 
in  the  region  which  should  be  completely  ossified.  In  other  places  it 
seems  as  if  the  cartilage  tissue  were  directlj-  convei-ted  into  an  ill-formed 
bone  tissue  by  metaplasia  or  direct  transformation.  It  will  readily  be 
seen  from  this  that  the  medullary  spaces  of  the  new-formed  bone  are 


l^honing  irregular  usiification  and  iK-Qiling  i>[  ))ie  lung  bones. 


irregular,  and  this  abnormality  is  enhanced  by  the  prcniatiue  intra-med- 
ullar>'  absorjjtion  of  the  lione. 

Similar  irregularity  in  the  bone  formation  maj-  he  seen  Ix-ncath  the 
periosteum.  An  excessive  proliferation  of  cells  in  the  inner  layers  of 
the  periosteum,  the  irregular  calcification  which  occurs  about  them,  and 
the  absence  of  uniformitv  in  the  elaboration  of  ill-structured  bone,  con- 
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Spire  lo  produce  an  irregular,  spongj'  bone  tissue  instead  of  the  compact, 
lamellated  tissue  which  is  so  necessarj'  here  for  the  solidity  of  tlie  struct- 
ure. The  increased  cell  growth  between  the  epiphyses  and  diaphyses 
produces  the  peiuHarknobbyawetlinga  which  are  characteristic  of  rickets. 
At  the  same  time  the  medullary  cavity  increases  rapidly  in  size  ami  the 
inner  layers  of  tlie  bone  become  spongi,'.  The  medulla  may  be  congested, 
and  fal,  if  it  has  formed,  may  l>e  absorbed,  and  a  modified  form  of 
osteitis  may  ensue. 

The  rcHult  of  these  processes  is  that  the  bones  do  not  possess  solidity 
and  cannot  resist  the  traction  of  the  muscles  or  outside  pressure.  The 
epiphyses  may  be  displaced  or  lieiif ,  especially  in  the  ribs,  less  frequently 
in  the  long  Ijones,     The  long  bones  and  the  pelvic  l>ones  may  be  bent 


TbU  skull  of  a  child  Li  large,  its  bones  are  thin,  tvilli  IioIph  ilue  to  faulty  ilcvelopmt^t  and 
>nly  by  a  thin,  fibruus  ineiiibrauc. 

into  a  variety  of  forms  (Fig.  502).  Incomplete  fractures  are  not  infre- 
<iuenf .  Complete  fractures  do  not  usually  occur  until  the  later  stages  of 
the  disease,  when  the  bones  have  l<ecome  more  solid.  In  the  head,  the 
cranium  may  !«  unnaturally  large  for  the  size  of  the  face;  the  fontanelles 
and  sutures  may  remain  open;  the  Ixmes  may  Iw  soft,  porous,  and 
hyperiemic,  while  tit  their  edges  there  may  be  rouph,  bony  projections 
beneath  the  pericranium.  Sometimes,  especially  in  the  occipital  bone, 
there  are  rounded  defects  in  the  bone,  filled  only  with  a  fibrous  mem- 
brane; this  constitutes  one  of  the  forms  of  so-called  Craniotabes  (Fig, 
593). 

It  does  not  fall  within  the  scope  of  this  work  to  describe  the  various 
deformities  which  may  occur   as  a  result  of  this  disease.     The  familiar 
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pigeon  breast ;  the  rows  of  knobs  along  the  sides  of  the  chest  from  bend- 
ing and  dilatation  of  the  ribs  at  the  point  of  junction  of  cartilage  and 
bone ;  the  knock-knees,  bow-legs,  spinal  curvatures,  etc.,  may  all  be 
the  result  of  rachitic  weakening  of  the  bones. 

After  a  time  the  rachitic  process  may  stop  and  the  l)ones  take  on  a 
more  normal  character.  The  porous  bone  tissue  becomes  compact  and 
even  unnaturally  dense;  the  swellings  at  the  epiphyses  disappear;  many 
of  the  deformed  bones  may  become  of  a  normal  shape.  In  severe  cases, 
however,  the  deformities  continue  through  life;  especially  there  is  a  ces- 
sation of  the  growth  of  the  bones  in  their  long  axis,  so  that  the  persons 
affected  are  dwarfed. 

The  disease  mav  have  an  acute  or  a  chronic  character.  The  acute 
form  begins  usually  during  the  first  six  months  of  life.  The  children  are 
apt  to  suffer  from  vomiting,  diarrh(va,  profuse  sweating,  chronic  bron- 
chitis and  pneumonia,  general  ana?mia,  and  wasting.  They  either  die  or 
the  rachitic  process  is  gradually  developad.  The  chronic  form  is  seen  in 
older  children,  and  often  in  those  apparently  healthy.  The  changes  in 
the  bones  may  take  place  without  constitutional  symptoms,  though  there 
are  often  catarrhal  bronchitis,  pneumonia,  and  anirmia. 

OSTEOMALACIA. 

This  lesion  consists  m  the  softening  of  fully  formed  hard  bone  tissue 
by  the  removal  of  its  inorganic  salts.  It  is  to  be  distinguished  from 
rickets,  whose  lesions  are  due  to  a  faulty  development  of  bone,  although 
in  certain  external  characters  the  two  diseases  sometimes  present  consid- 
erable similarity.  Osteomalacia  usually  occurs  in  adults,  most  fre- 
quently in  females  during  pregnancy  and  after  parturition;  more  rarely 
it  occurs  in  males,  and  in  females  unassociated  with  the  above  conditions. 
Its  cause  is  not  known. 

Microscopical  examination  shows  that  the  decalcification  occurs  first 
in  the  periphery  of  the  Haversian  canals  and  in  the  inner  layers  of  the 
walls  of  the  marrow  spaces.  As  the  salts  of  lime  are  removed  the  base- 
ment substance  at  first  remains  as  a  finely  fibrillated  material,  still  pre- 
serving the  original  lamellation.  The  bone  cells  may  l)e  changed  in  shape 
or  degenerated.  After  a  time  the  decalcified  tissue  may  disintegrate  and 
be  absorbed,  and  its  place  occupied  by  new-formed  marrow  or  granula- 
tion tissue.  As  the  disease  goes  on,  the  marrow  ti.ssue  is  congested  and 
rod,  the  fat  absorbed,  and  there  is  a  great  accumulation  of  small  sphe- 
roidal cells;  or  the  marrow  may  assume  a  gelatinous  appearance.  The 
decalcification  and  absorption  of  the  bone  from  within  may  proceed  so 
far  that  the  l)onv  substance  in  the  cancellous  tissue  almost,  entirelv  dis- 
appears,  and  the  compact  bone  is  reduced  to  a  thin,  soft,  decalcified  tis- 
sue. The  disease  is  not  always  continuously  progressive,  but  may  be 
subject  to  temporary  cessation. 

As  a  result  of  this  softened  condition  of  the  Imnes,  the  weight  of  the 
bodv  and  the  actions  of  the  muscles  mav  induce  a  series  of  deformities 
which  are  sometimes  excessive:    curvatures  of  the  spine,  complete  and 
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incomplete  fractures  of  the  bone,  distortions  of  the  pelvis,  sternum,  etc. 
There  is  a  tendency  in  this  disease  to  a  general  involvement  of  the  bones, 
but  the  changes  are  sometimes  confined  to  single  bones  or  groups  of 
bones.     The  cranium  is  rarely  much  affected. 

ALTERATIONS   OF  THE    BONE-MABBOW  IN  LEUKJEMIA  AND 


In  certain  forms  of  leukaemia  the  marrow  of  the  bones  is  verv  mark- 
edly  altered.  The  change  consists  mainly  in  an  accumulation  in  the 
marrow  tissue  of  spheroidal  cells,  often  in  a  condition  of  fatty  degen- 
eration, which  lie  in  the  meshes  of  reticular  connective  tissue  and  in  and 
along  the  walls  of  the  blood-vessels.  There  may  also  be  absorption  of 
the  fat,  and  sometimes  enlargement  of  the  marrow  cavity  from  absorp- 
tion of  the  bone.  These  alterations  seem  to  be  primarily  due  to  a 
hyperplasia  of  the  marrow  cells.  The  new  cells  which  accumulate  in  the 
marrow  under  these  conditions  are  of  various  forms.  Most  characteristic 
are  colorless,  spheroidal  cells  which  considerably  resemble  the  large 
lymphocytes  of  normal  blood.  But  they  are  usually  larger,  though 
varying  much  in  size,  have  one  large,  often  vesicular  nucleus  staining 
less  strongly  than  the  lymphocyte  nuclei,  while  the  protoplasm  usually 
contains  neutrophile  granules.  These  cells  are  called  myelocytes.  In 
addition  to  these  the  marrow  may  contain,  mingled  with  its  usual  ele- 
ments, nucleated  red  !)lood  cells,  spheroidal  cells  containing  red  blood 
cells,  and  not  infrequently  considerable  numbers  of  small  octahedral 
crystals  (called  Charcot's  crystals). 

The  degree  to  which  this  accumulation  of  cells  occurs  varies  much  in 
different  cases,  and  the  gross  appearances  of  the  marrow  are  consequently 
very  diverse.  In  some  cases  the  marrow  is  soft  and  has  a  uniform  red 
appearance,  or  it  is  variously  mottled  with  gray  and  red.  Occasionally 
circumscribed  haemorrhages  are  seen.  In  another  class  of  cases,  in  which 
the  cell  accumulation  is  more  excessive,  the  marrow  may  be  gray, 
grayish-yellow,  or  puriform  in  appearance. 

These  changes  may  occur  in  the  central  marrow  cavity,  as  well  as  in 
the  marrow  spaces  of  the  spong}'  bone.  They  may  be  present  in  several 
or  many  of  the  bones.  They  are  usually  accompanied  by  analogous 
changes  in  the  spleen  and  lymph-nodes. 

In  certain  cases  of  acute  and  chronic  anamiaj  particularly  in  the  perni- 
cious and  progressive  varieties,  the  marrow,  especially  of  the  laiger  long 
bones,  may  lose  its  yellow  color  from  absorption  of  the  fat,  and  become 
red.  Microscopical  examination  of  the  marrow  under  these  conditions 
may  show  myelocytes  and  sometimes  an  abundance  of  developing  nucle- 
ated red  blood  cells  and  Charcot's  crvstals. 

ftp' 

In  many  of  the  acute  infectious  diseases,  typhus  fever  and  typhoid 
fever,  ulcerative  endocarditis,  recurrent  fever,  etc.,  the  bone-marrow  has 
been  found  hyperirmic,  and  may,  it  is  asserted  by  Ehrlich,  contain  mye- 
locvtes  in  increased  numbers. 

All  these  lesions  of  the  marrow,  although  our  knowledge  of  them 
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is  still  very  incomplete,  together  with  what  is  known  of  the  physiological 
functions  of  the  marrow,  point  to  a  close  relationship  between  the  mar- 
row and  the  spleen  and  lymph-nodes  as  blood-producing  organs. 

TUMORS. 

Tumors  of  the  bone  may  involve  either  the  periosteum,  or  the  com- 
pact bone,  or  the  medulla;  or,  as  is  more  frequently  the  case,  two  or 
more  of  these  structures  mav  be  involved  at  once.  Tumors  of  the  bone 
are  usually  accompanied  by  various  secondary  and  sometimes  very 
marked  alterations  of  the  bone  tissue,  osteo-porosis,  osteo-sderosis,  ossi- 
fying periostitis,  etc.  The  new  growths  are  very  apt  to  undergo  calci- 
fication and  ossification. 

Fibromata  may  grow  from  either  the  periosteum  or  the  medulla. 
Their  most  common  seat  is  in  the  periosteum  of  the  bones  of  the  head  and 
face.  They  are  apt  to  form  polypoid  tumors  projecting  into  the  posterior 
nares,  pharynx,  mouth,  and  antrum  of  Highmore.  Central  fibromata, 
i.e.f  those  growing  from  the  medulla,  are  rare.  They  usually  occur  in 
the  lower  jaw,  but  have  been  found  in  the  ends  of  the  long  bones,  the 
phalanges  of  the  fingers,  and  the  vertebra?.  The  fibromata  may  calcify 
or  ossify,  contain  cysts,  and  not  infrequently  occur  in  combination  with 
sarcoma. 

Myxomata  are  of  occasional  occurrence  in  bone. 

Osteomata. — New  formations  of  bone  as  a  result  of  inflammatory  proc- 
esses are,  as  we  have  already  seen,  of  frequent  occurrence  in  bone,  and 
although  not,  strictly  speaking,  tumors,  some  of  their  forms  are  very 
closely  allied  to  them,  and  thev  mav  therefore  be  conveniently  mentioned 
here.  New  growths  of  bone  which  arise  from  the  surfaces  are  called 
exostoses  (see  Fig.  584)  or  enostoscs,  according  to  their  origin  from  the 
external  surface  or  from  the  interior  of  the  bone.  Thev  may  contain  all 
the  constituents  of  normal  bone:  bone,  medulla,  vessels,  periosteum, 
and  cartilage.  The  new  bone  may  be  compact  and  like  ivor\',  or  spong\', 
or  contain  large  cavities  filled  with  marrow. 

The  shape  of  exostoses  varies  greatly;  they  may  be  in  the  form  of 
sharp,  narrow  spicula  and  processes,  ami,  occurring  in  connection  with 
periostitis,  are  called  osteophytes.  They  may  be  polypoid  in  shape,  or 
form  rounded  tumors  with  a  broad  base.  They  may  form  a  general 
enlargement  of  the  bone  with  much  roughening  of  the  surface;  this  con- 
dition is  often  called  hyperostosis. 

The  bone  beneath  these  new  growths  may  be  normal,  or  sclerosed,  or 
rarefied,  or  the  medullary  cavity  of  the  bone  mav  communicate  with  that 
of  the  exostosis.  Exostoses  are  usually  developed  from  the  periosteum, 
sometimes  in  the  insertion  of  tendons  and  ligaments.  They  are  very 
frequently  multiple,  and  may  occur  at  all  ages,  even  during  uterine  life. 

Enostoses  are  developed  in  the  interior  of  bones  from  the  medulla. 
They  may  increase  in  size,  with  absorption  of  the  surrounding  lx)ne,  un- 
til they  project  from  the  surface  like  exostoses.  Their  most  frequent 
situation  is  in  the  bones  of  the  cranium  and  face. 
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Chondromata. — These  tumors  may  be  ^inple  or  multiple,  and  most  fre- 
quently f!row  from  the  interior  of  the  l>oiie,  but  sometimes  from  the 
periosteum.  They  are  prone  to  form  various  combinations  with  other 
forma  of  lumore,  as  fibroma,  myxoma,  sarcoma,  etc.  They  are  frequently 
conKeiiital.  and  are  most  common  in  younj;  people.  They  occur  most 
frequently  in  the  bones  of  the  hand  and  foot. 

There  is  a  form  of  chondroma,  called  osteoid  chondroma,  which  de- 
velops beneath  the  periosteum,  most  frequently  In  the  femur  and  tibia 
near  the  knee  joint,  forming  a  chib-shnped  enlargement  of  the  bone.  The 
characteristic  of  the  tissue  compo-sinp  these  tumors  is  that  it  resembles 
somewhat  the  imnuiturc  bone  tissue  which  is  seen  beneath  the  periosteum 
in  developing  bone.  It  differs  from  cartilage  in  the  irregular  shape  of 
its  cells,  in  the  fibrillation  and  density  of  the  basement  suV>stance,  and  in 
its  general  vascularity.     On  the  other  hand,  it  has  not  the  inorganic  con- 
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tents  or  appearance  of  true  b«me.  It  resembles  considerably  the  callus 
tissue  forming  about  fractures  of  the  bones.  It  may,  however,  and  most 
frequently  does,  become  converted,  in  some  parts  of  the  tumor,  into  true 
bone.  On  the  other  hand,  combinations  with  sarcomatous  tissue  are  of 
frequent  occurrence  (see  below). 

Sarcoma  is  especially  common  in  the  bones.  It  grows  from  the  inner 
layers  of  the  periosteum  or  from  the  medulla,  so  that  we  may  distinguish 
a  pcrioHtral  and  a  mifi-togrnic  sarcoma.  Sometimes  the  tumor  involves  the 
bone  itself  so  early  that  it  is  impossible  to  say  whether  the  tumor  began 
in  the  periosteum  or  in  the  medulla.  There  is  also  a  variety  which  grows 
close  til  the  outside  of  the  periosteum  and  becomes  connected  with  it — 
paroMcnl  sarcoma. 

The  perionleal  sarcomala  usually  belong  to  the  varieties  fibro-,  myxo- 
chondro-,  and  osteo-sarcoma,  more  rarely  to  the  medullary  variety. 
They  commence  in  the  inner  layers  of  the  periosteum,  pushing  this  mem- 
brane oulward.  After  a  time  the  periosteum  is  involved  and  the  tumor 
invades  the  surrounding  soft  parts.     The  bone  beneath  may  remain  nor- 
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mai,  or  may  be  eroded  and  gradually  disappear  until  the  tumor  is  con- 
tinuous with  the  medulla.  Portions  of  the  tumor  may  be  calcified,  or  a 
growth  of  new  bone  may  accompany  its  growth.  The  new  bone  usually 
takes  the  form  of  plates,  or  spicula,  radiating  outward  (Fig.  5!I4).  The 
minute  structure  of  these  tumors  is  very  variable.  The  simplest — the 
fibro-sarcomata — are  composed  of  fusiform, 
round,  stellate,  and  sometimes  giant  cells 
(myeloplaxes) ,  in  varying  proportions, 
packed  closely  in  a  fibrous  stroma.  In 
the  medullary  form  the  stroma  is  dimin- 
ished to  a  minimum  and  the  round  cells 
are  most  numerous.  In  the  chondro-  and 
myxo-sarcoma  the  basement  substance 
may  be  hyaline  or  mucous,  and  the  cells 
follow  the  type  of  cartilage  and  mucous 
tissue  more  or  less  closely.  There  is  a 
mixed  form  of  tumor,  called  osteoid  sar- 
coma, which  is  very  apt  to  spread  and  to 
form  metastases.  The  growth  consists  in 
part  of  tissue  corresponding  to  fibro-sar- 
coma  and  round-celled  sarcoma.  In  addi- 
tion to  this  there  occurs,  in  greater  or  less 
quantity,  immature  bone  tissue,  called  os- 
teoid tissue,  which  may  in  part  become 
calcified,  the  calcification  usually  occurring 
in  the  central  portions,  leaving  a  softer 
peripheral  zone.  This  form  of  tumor  is 
most  apt  to  occur  at  the  ends  of  the  long 
bones,  and  may  form  tumors  of  large  size. 
It  is  often  called,  on  account  of  its  ten- 
dency to  extend  and  to  form  metastases, 
matignanl  oxlcoma  or  osteoid  cancer.  Anyio- 
sarcomata  are  of  frequent  occurrence  in 
bone. 

Sarcomata  may  originate  in  the  me- 
dulla— myeloijenic' — and  may  grow  rapidly. 
The  bone  surrounding  them  is  destroyed 
and  they  project  a.s  rounded  tumors.  Most 
frequently  new  bone  isformed  Iwneath  the 

periosteum,  so  that  the  tumor  is  enclosed  in  a  thin,  bony  shell  (Fi;;. 
595);  sometimes  there  are  also  plates  of  hone  in  tho  tumor:  sometimes 
the  periosteum  is  unaltered;  sometimes  it  is  perforated  and  the  lumor 
invades  the  surrounding  soft  parts.  The  tumors  are  fivfiuently  very  soft. 
vascular,  and  ha'morrhagic  in  parts,  or  may  enclose  cysts  filled  with  tu- 
mor detritus  and  blood.  They  are  usually  of  the  spindle-  or  round- 
celled  variety,  and  not  infrequently  contain  giant  cells. 

riK.  Awn.   Am.   Pliys.,  vol.   sv..  \t.    137,    I'MHt; 
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Sarcomata  may  originate  in  the  outer  layers  of  the  periosteum — par- 
osteal.  They  may  lie  as  firmly  connected  with  the  l>one  as  is  the  peri- 
osteal form.  The  periosteum  may  remain  intact  between  the  tumor  and 
the  l)one,  or  it  may  disappear  and  leave  them  in  apposition.  Endo- 
thelioma of  hone  is  not  uncommon. 

Angioma. — A  ver>'  large  number  of  the  tumors  which  have  been  de- 
scri!)ed  under  this  name  are  really  very  vascular  sarcomata.  Cavernous 
angiomata  may  form  l>etween  the  periosteum  and  bone  and  be  intimately 
connected  with  the  latter.  There  are  several  cases  described  of  cavities 
filled  with  blood  in  the  interior  of  lx)nes,  which  it  is  diflicult  to  inter- 
pret. They  have  mostly  been  found  in  the  head  of  the  tibia.  They 
are  said  to  have  consisted  of  single  sacs  composed  of  thickened  peri- 
osteum, lined  with  plates  of  bone,  and  filled  with  fluid  and  clotted 
blood.  No  large  vessels  communicated  with  the  sacs,  but  their  walls 
were  covered  with  a  rich  vascular  plexus,  branches  of  which  opened  into 
the  cavity  of  the  sac. 

Carcinoma. — Primary"  carcinoma  is  of  doubtful  occurrence  in  the 
lK)nc8.  Most  of  the  structures  thus  named  have  doubtless  been  sar- 
comata or  endotheliomata.  Secondary  carcinoma,  on  the  other  hand, 
as  a  result  of  metastases  or  local  extension,  is  not  infrequent.  Metas- 
tatic carcinoma  may  occur  in  the  Iwnes  of  various  parts  of  the  body 
at  the  same  time,  and  are  most  apt  to  be  secondary  to  carcinoma  of  the 
mamma. 

Cysts. — These  most  frequently  occur  in  the  maxillary  bones  (p. 
390)  in  connection  with  the  teeth.  They  may  be  unilocular  or  multiiocu- 
lar,  and  contain  clear  serum  or  a  mucous  or  brown  fluid,  and  sometimes 
cholesterin.  They  may  be  lined  with  epithelium.  They  begin  in  the  in- 
terior of  the  bone,  and,  as  they  increase  in  size,  expand  it  until  they  may 
be  covered  with  only  a  thin  shell  of  bone.  They  may  reach  a  large  size, 
even  as  large  as  a  child's  head. 

Dermoid  Cysts  are  occasionally  found  in  connection  with  the  bones, 
particularly  of  the  skull.* 

The  Joints. 

For  a  description  of  the  dislocations,  misplacements,  and  injuries  of 
the  joints  we  refer  to  works  on  surgery. 

DEGENERATION. 

Fatty  degeneration  of  the  cartilage  cells,  mucous  degeneration,  and 
fibrillation  of  the  stroma  with  softening,  and  often  roughening,  of  the 
joint  surfaces,  calcification  and  amyloid  degeneration,  may  occur  in 
inflammation,  or  as  a  senile  alteration,  or  under  other  conditions.  The 
cartilage  is  usually,  under  these  conditions,  whiter  and  more  opaque 
than  normal. 

*  For  a  r/'sumf  an«l  bibl.  of  the  patholofo^  of  bone  see  Schmidt  in  Lubanch  and  Oster- 
tii^'H  "  KrRobniKHe."  JahrR.  iv.  for  1897,  p.  531;  also  Jahrg.  v.  for  1808,  p.  896. 

For  a  rt-aurm''  of  cyj^ts  of  bone  see  Bloodgood,  Progressh-e  Med.,  vol.  vi.,  p.  181,  1904. 
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INFLAMMATION.     (Arthritis.) 

Exudative  Arthritis. — The  earlier  stages  of  acute  inflammation  of  the 
synovial  membranes  are  better  known  from  experiments  on  animals  than 
from  post-mortem  examinations.  Among  the  early  changes  are  swelling 
and  congestion  of  the  membrane,  with  increased  growth  and  desquamation 
of  the  lining  cells,  and  infiltration  of  the  membrane  with  lymphoid  cells. 
These  conditions  are  soon  followed  by  an  exudation.  The  exact  origin 
of  much  of  the  exudate  is  not  clear. 

In  Serous  Arthritis  the  accumulation  of  serum  within  the  synovial  sac 
is  the  most  prominent  lesion.  The  disease  may  terminate  in  recovery,  or 
become  chronic,  or  pass  into  the  suppurative  form.  It  may  be  incited 
by  contusions,  penetrating  wounds,  gonorrhoea,  rheumatism,  or  it  may 
occur  without  evident  cause. 

Sero-fibrinous  Arthritis  may  occur  under  the  same  conditions  as  those 
which  lead  to  simple  serous  inflammation.  The  fibrin  may  be  present 
largely  as  flocculi  in  the  serum,  or  it  may  form  false  membranes  over  the 
surfaces  of  the  joint. 

Suppurative  Arthritis  may  follow  or  be  associated  with  the  above  forms 
of  inflammation.  The  synovial  membrane  is  thickened  and  cloudy,  and 
there  may  be  but  a  moderate  amount  of  pus  in  the  joint,  and  a  slight 
degree  of  infiltration  of  the  synovial  membrane  with  pus  cells.  Under 
these  conditions  resolution  may  occur. 

In  other  cases  the  accumulation  of  pus  in  the  cavity  may  be  great, 
the  synovial  membrane  and  its  surrounding  tissue  densely  infiltrated 
with  pus  cells.  Under  these  conditions  granulation  tissue  is  apt  to 
form  and  the  cartilages  of  the  joints  are  apt  to  become  involved.  There 
are  sweUing  and  proliferation  or  degeneration  of  the  cartilage  cells;  the 
basement  substance  becomes  disintegrated,  ulcerates,  and  exposes  the 
bone,  in  which  osteitis,  caries,  rarefaction,  etc.,  may  occur.  The  new- 
formed  granulation  tissue  may  penetrate  the  cartilage,  absorbing  the  base- 
ment substance,  and  by  metaplasia  the  cartilage  tissue  may  be  con  verted 
into  embryonal  or  granulation  tissue.  The  pus  may  break  through 
the  capsule  of  the  joint  and  form  large  abscesses  in  the  adjacent  soft 
parts.  Sometimes  the  inflammation  is  not  only  suppurative  but  gan- 
grenous, and  runs  a  rapidly  fatal  course.  The  synovial  membrane,  artic- 
ular cartilages,  and  ends  of  the  bone  all  undergo  a  rapid  suppuration 
and  gangrene.  Acute  arthritis  may  be  incited  by  trauma,  or  it  may 
be  associated  with  pyaemia,  smallpox,  measles,  scarlet  fever,  pneumonia,* 
gonorrhoea,^  diphtheria,  mumps,  typhus  fever,  glanders,  the  puerperal 
condition,  or  other  infectious  diseases.  In  these  cases  the  process  is  apt 
to  be  suppurative,  and  is  induced  by  various  forms  of  bacteria. 

Chronic  Arthritis  may  begin  as  such,  or  it  may  be  the  result  of  previous 
acute  inflammation.  There  is  an  increase  of  fluid  in  the  joint.  This 
fluid  is  thin  and  serous,  or  is  thickened  with  flocculi  of  fibrin  and  epi- 
thelial and  lymphoid  cells,  or  is  thick,  syrupy,  or  even  gelatinous.     The 

*For  biblionrrapliy  of  pneumococcic  arthritis  eco  Cave,  Lancet,  1901,  vol.  i.,  p.  82. 
^See  bibliography,  p.  21S. 
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synovial  membrane  is  at  first  congested,  its  tufts  are  prominent.  Later  it 
becomes  thickened,  sclerosed,  and  anaemic;  the  lining  cells  are  destroyed, 
and  the  tufts  become  large  and  projecting.  From  the  distention  of  the 
capsule  there  may  be  subluxations  or  luxations  of  the  joint,  or  the  cap- 
sule may  be  ruptured. 

Rheumatic  Arthritis. — An  acute  inflammation,  usually  exudative  in 
character  and  involving  one  joint  after  another,  is  characteristic  of  acute 
articular  rheumatism.     The  exudate  is  usually  serous. 

A  chronic  form  of  so-called  rheumatic  arthritis  is  most  common  in 
elderly  persons,  usually  affecting  several  joints  and  advancing  slowly  and 
steadily.  There  is  a  fibrous  thickening  of  the  synovial  membrane  and 
the  adjacent  tissue.  Fluid  accumulations  are  not  common.  The  artic- 
ular cartilages  are  apt  to  degenerate  or  ossify,  or  become  softened  and 
fibrillated,  and  they  may  disappear.  The  contracting  synovial  mem- 
branes and  fibrous  tissue  render  the  joints  stiff  and  may  cause  consider- 
able deformity.  Not  infrequently  fibrous  and  bony  ankyloses  are  formed 
between  the  ends  of  the  bones. 

Arthritis  Deformans. — This  name  has  been  applied  to  a  variety  of 
chronic  inflammation  of  the  joints  which,  combined  with  degeneration  of 
parts  of  the  joint  and  the  new  formation  of  bone,  may  result  in  marked 
deformities  of  the  part. 

It  usually  occurs  in  elderly  persons  and  is  apt  to  involve  several 
joints,  most  frequently  the  hip,  knee,  fingers,  and  feet.  It  may  be  idio- 
pathic, or  due  to  rheumatism  or  to  injuries,  or  follow  an  acute  arthritis. 
The  capsules  of  the  affected  joints  are  thickened  and  sclerosed.  The 
synovial  fluid  is  at  first  increased  in  quantity;  later,  diminished  and 
thickened.  The  tufts  of  the  synovial  membrane  become  much  enlarged 
and  vascular;  they  may  be  converted  into  cartilage.  Sometimes  the  cap- 
sule becomes  ossified.  The  new  bone  grows  from  the  edge  of  the  carti- 
lage within  the  capsule  and  its  articular  surface  is  covered  with  cartilage. 
The  articular  cartilages  are  much  changed.  The  basement  substance 
splits  into  tufts,  while  the  cartilage  cells  are  increased  in  number.  Or 
the  basement  8u!)stance  l>ecomes  fibrous;  or  it  is  split  into  lamella;  and 
the  cartilage  cells  are  multiplied;  or  there  are  fatty  degeneration  and 
atrophy. 

As  a  result  of  these  changes,  larger  or  smaller  portions  of  the  cartilage 
are  destroyed  and  the  bone  beneath  is  laid  bare.  The  exposed  bone  may 
become  compact  and  of  an  ivory  smoothness.  The  ends  of  the  bones  are 
much  deformed.  They  are  flattened  and  made  broader  by  irregular  new 
growths  of  bone,  while  at  the  same  time  they  atrophy.  The  new  growth 
of  bone  starts  from  the  articular  cartilages.  The  cartilage  cells  increase 
in  number  and  the  basement  substance  grows  in  quantity.  This  growth 
is  most  excessive  at  the  edge  of  the  cartilage,  so  that  a  projecting  rim  is 
formed  there.  This  projecting  rim  may  ossify  next  the  bone,  and  at  the 
same  time  new  cartilage  may  form  on  its  surface,  so  that  we  may  find 
largi*.  masses  of  lionc  covered  with  cartilage.  All  these  changes  occur  in 
various  combinations  and  sequences,  so  that  joints  in  this  condition  pre- 
sent the  greatest  variety  of  appearances. 
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Arthritis  Uritica  (Gouty  Arthritis). — This  lesion  is  characterized  by  the 
deposit  of  salts  of  uric  acid  in  the  cartilages,  bones,  and  ligaments,  and 
also  in  the  cavities  of  joints.  The  deposits  may  be  in  the  form  of  stellate 
masses  of  acicular  crj'stals  in  and  about  the  cartilage  cells  or  in  the  base- 
ment substance;  or  they  may  be  deposited  in  the  fibrilhir  connective- 
tissue  structures  of  the  joint  in  single  ciystals,  or  in  the  subcutaneous 
tissue  about  the  joint  as  white  concretions.  The  deposits  may  occur  in 
repeated  attacks  of  the  disease,  and  are  accompanied  by  acute  inflam- 
matory changes.  They  may  lead  to  various  forms  of  chronic  inflamma- 
tion of  the  joints. 

Tuberculous  Arthritis. — This  process  nuiy  commence  in  the  synovial 
membrane  of  the  joint,  or  may  extend  to  the  joint  from  adjacent  bone. 
It  is  characterized  by  the  formation  of  tubercle  tissue  and  granulation 
tissue,  sometimes  in  great  quantity,  and  is  usually  associated  with  second- 
ary inflammatory  and  degenerative  changes  of  surrounding  parts. 
According  to  the  prominence  of  one  or  other  of  these  secondary  altera- 
tions, several  forms  of  tuberculous  arthritis  may  be  distinguished.  If 
there  is  an  excessive  growth  of  granulation  tissue  without  much  suppura- 
tion, this  constitutes  a  fungous  form.  Sometimes  there  is  extensive 
suppuration,  so  that  the  cavity  of  the  joint  may  be  filled  with  pus,  which 
may  be  discharged  through  openings  in  the  skin;  or  there  may  be  more 
or  less  extensive  formation  of  abscesses,  or  infiltration  of  the  soft  parts 
about  the  joint  wuth  pus.  In  other  cases  there  is  disintegration  of  the 
new-formed  tuberculous  tissue  and  of  the  tissues  of  the  joint — ulcerative 
form.  The  cartilage  basement  substance  may  become  split  into  frag- 
ments and  the  cells  degenerate,  and  thus  deep  and  destructive  ulcers 
of  the  cartilage  may  be  formed.  Or  the  new  tissue  may  work  its  way 
through  the  cartilage  into  the  bone  beneath,  by  absorption  of  the  base- 
ment subctance  of  the  cartilage,  with  or  without  proliferation  of  its  cells. 
Caries  and  necrosis  of  the  underlying  bone  may  lead  to  extensive  de- 
struction. Hand-in-hand  with  these  alterations  subperiosteal  new 
formation  of  bone  may  occur,  or  sclerosis  of  the  adjacent  bone  tissue. 
There  may  also  be  a  great  increase  of  fil)rous  tissue  about  the  joint. 
The  type  of  lesion  depends  in  considerable  degree  upon  the  joint 
involved. 

This  disease  is  most  common  in  children  and  young  persons.  The 
so-called  scrofulous  diathesis  is  said  to  foster  it,  but  local  injuries  are 
frequently  the  predisposing  factors.  It  is  most  conmion  in  the  large 
joints.  It  may  occur  in  connection  with  tuberculous  inflammation  in 
other  parts  of  the  body,  but  it  is  frequently  quite  local,  and  may  remain 
so  for  a  very  long  time  or  permanently,  since  general  infection  from  tuber- 
culous arthritis  is  comparatively  infrequent. 

The  process  is  usually  slow,  and  may  end  in  death.  If  recovery  takes 
place  before  the  cartilages  and  bones  are  involved,  the  topography  of  the 
joint  is  maintained;  but  it  may  be  stiffened,  or  even  immovable,  from 
the  contraction  of  the  new-  fil)rous  tissue  around  it.  If  the  cartilages  and 
bones  are  diseased  the  joint  is  destroyed,  and  either  bony  or  fibrous 
ankylosis  results.     Sometimes,  from  the  change  in  the  articulating  sur- 
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faces  and  the  contraction  of  the  muscles  and  the  new  fibrous  tissue,  partial 
or  complete  dislocations  are  produced. 

Occasionally  miliary  tubercles  occur  in  the  synovial  membranes  in 
cases  of  general  miliary  tul>erculosis,  with  but  little  accompanying  simple 
inflammatory  change. 

TXJM0B8. 

Secondary  tumors  of  the  joints  as  a  result  of  local  extension  from  the 
adjacent  parts  are  not  uncommon,  and  the  tumors  may  be  of  various 
kinds.  Primary  tumors  of  the  joints,  on  the  contrary,  are  not  very 
common. 

Lipoma. — A  new  growth  of  fat  tissue  may  begin  in  the  other  portions 
of  the  synovial  membrane,  push  this  inward,  and  project  into  the  joint 
in  a  mass  of  tufts — lipoma  arborescens. 

Fibroma  occurs  as  a  hypertrophy  of  the  little  tufts  and  fringes  of  the 
synovial  membrane.  In  this  way  large  polypoid  and  dendritic  bodies 
are  formed.  The  pedicles  of  these  gro\v^hs  may  atrophy  and  even  dis- 
appear, so  that  the  growths  are  left  free  in  the  cavities  of  the  joints. 

Corpora  aliena  Articulorum  (Loose  Cartilages  in  the  Joints). — This 
name  is  given  to  bodies,  of  various  structure  and  origin,  which  are  found 
free  or  attached  by  slender  pedicles  in  the  cavities  of  the  joints.  They  are 
most  frequently  found  in  the  knee;  next  in  order  of  frequency  in  the 
elbow,  hip,  ankle,  shoulder,  and  maxillar}'  joints.*  They  may  be  single 
or  in  hundreds.  Their  size  varies  from  that  of  a  pin's  head  to  that  of 
the  patella.  They  are  polypoid,  rounded,  egg-shaped,  or  almond- 
shaped;  their  surface  is  smooth  or  faceted,  or  rough  and  mulberry-like. 
They  are  composed  of  fibrous  tissue,  cartilage,  and  bone  in  various 
proportions. 

These  bodies  are  formed  by  hyperplasia  of  the  synovial  tufts  and 
the  production  in  them  of  cartilage  and  bone. 

More  frequently  the  small  plates  of  cartilage  form  on  the  inner  surface 
of  the  synovial  membrane,  which  increases  in  size  while  their  outer  layers 
ossify.  These  may  remain  fixed  in  the  synovial  membrane;  or  they  pro- 
ject and  become  detached  from  it,  and  they  then  appear  as  flattened, 
concave  bodies  composed  of  bone  covered  with  cartilage  on  one  side. 

On  the  other  hand,  cartilage  and  bone  may  form  outside  the  synovial 
membrane  from  the  periosteum  or  the  edges  of  the  articular  cartilages, 
and,  pushing  inward,  may  later  become  detached. 

Rarely  portions  of  the  articular  cartilages  may  be  detached  by  vio- 
lence or  disease;  or  fibrinous  and  other  concretions  may  form  in  arthri- 
tis, or  under  conditions  which  we  do  not  understand.* 

'  For  a  detailed  consideration  of  lesions  of  the  bones  and  joints  consult  Ziegier,  "  Lehr- 
buch  dor  Pathologie,"  vol.  ii. 


CHAPTER  XIV. 

THE  NESVOUS  SYSTEM. 

The  Membranes  and  the  Ventricles. 

THE  DURA  MATER  CERE  BRA  LIS. 

The  dura  mater  Ls  a  denHC  connect  I ve-t  Issue  membrane  which  serves  the  double 
purpose  of  a  periosteum  for  the  Inner  surface  of  the  cranial  bones,  and  of  an  investing 
membrane  for  the  brain.  It  is  itself  but  poorly  supplied  with  bKxjd-vessels,  but  it  con- 
tains the  large  venous  sinuses  which  carry  the  blood  from  the  brain.  Lesions  of  the 
dura  mater,  therefore,  are  apt  to  be  associated  with  lesions  of  the  cranial  bones,  of  the 
pia  mater,  or  of  the  venous  sinuses. 

In  young  children  the  dura  mater  adheres  closely  to  the  Inner  surface  of  the  cranial 
bones,  in  adults  it  is  more  readily  detached,  and  In  old  persons  It  is  again  more  adher- 
ent. Chronic  inflammation  of  the  external  layers  of  the  dura  mater  also  renders  it  more 
adherent  to  the  bones. 

HiEMOBBHAGE. 

Extravasated  blood  may  lie  between  the  dura  mater  and  the  cranial 
bones,  in  the  substance  of  the  membrane,  or  between  the  dura  mater  and 
the  pia  mater. 

Haemorrhages  between  the  dura  mater  and  the  cranial  bones  are  usu- 
ally due  to  blows  and  injuries  of  the  head,  are  often  of  considerable  size, 
separating  the  membrane  from  the  bones,  and  may  compress  the  brain. 
They  are  often  associated  with  laceration  of  the  brain,  and  with  hemor- 
rhages between  the  dura  mater  and  pia  mater. 

Haemorrhages  between  the  dura  mater  and  the  pia  mater  may  take 
place  from  the  vessels  of  either  membrane.  Those  from  the  vessels  of 
the  dura  may  result  from  chronic  pachymeningitis. 

Haemorrhages  into  the  substance  of  the  dura  mater  are  not  frequent 
and  are  usually  small. 

Pressure  on  the  head  of  the  infant  in  delivery  may  cause  extravasa- 
tions of  blood  between  the  bones  and  the  dura  mater,  as  well  as  between 
the  bones  and  the  pericranium. 

THROMBOSIS. 

Thrombosis  of  the  venaus  sinuses  is  not  uncommon.  It  Ls  often  associ- 
ated with  inflammation  of  the  dura  mater  and  with  injuries  and  inflam- 
mations of  the  brain  and  pia  mater,  of  the  cranial  bones,  of  the  middle 
ear,  and  of  the  scalp.  Like  thromlx)sis  in  other  parts  of  the  lx)dy,  it 
may  occur  in  the  infectious  and  exhausting  diseases.  It  may  occur  in 
apparently  healthy  persons  without  discoverable  cause.     The  thrombi 
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may  he  red  or  white,  and  firm.  They  may  induce  no  secondarj'  changes, 
or  they  may  extend  into  the  veins  and  induce  hemorrhagic  softening  of 
the  involved  areas  of  the  brain. 

IMTT.AMMATIOy.    (PticbTmenineitU.) 

This  may  involve  the  external  layers  of  the  membrane,  packymenin- 
gilis  externa,  or  the  internal  layers,  pachymeningitis  interna.  It  may  lie 
either  aiule  or  chronic.  The  tissues  of  the  substance  of  the  dura  mater 
participate  to  a  greater  or  less  degree  in  these  changes,  but  the  chief 
lesions  are  upon  the  surfaces. 

Acute  pachymeningitis  externa  is  usually  secondarj-  to  injuries  or  dis- 
eases of  the  cranial  bones:  thus  it  may  \ie  incited  by  fractures  of  the 
skull,  either  depressed  or  not,  osteitis,  caries,  suppurative  inflammation 
of  the  internal  and  middle  ear  and  of  ths  mastoid  cells.  The  dura  mater 
is  commonly  congested  and  swollen,  and  may  contain  small  ecchymoses. 
The  inflammation  is  usually  suppurative,  and  pus  may  accumulate  be- 
tween the  membrane  and  the  bone,  or  in  the  sul>stance  of  the  membrane. 
The  areas  of  inflammation  are  not  usually  extensive.  It  sometimes 
leads  to  thrombosis  of  the  venous  sinuses,  and  sometimes  gangrene  of  the 
dura  mater  occurs.  The  inflammation  may  extend  to  the  inner  surface 
of  the  dura  mater,  to  the  pia  mater  and  brain,  or  it  may  remain  localized 
and  undergo  resolution. 

Acute  pachymeningitis  interna  may  be  secondaiy  to  inflammation  of 
the  external  surface,  or  it  may  occur  as  a  complication  in  pya'mia,  puer- 
peral fever,  chronic  diffuse  nephritis,  in  the  exanthemata  and  erysip- 


elas, or  independently.  There  is  a  general  or  circumscribed  production 
of  fibrin  anil  pus,  .so  that  the  internal  surface  of  the  membrane  is  lined 
with  a  layer  of  soft,  yellow  exudate. 

Simple  chronic  pachymeningitis  consists  in  the  formation  of  new  con- 
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nective  tissue  in  the  dura  mater,  by  which  it  becomes  thicker  and  in 
many  cases  abnormally  adherent  to  the  bones  of  the  skull.  This  thick- 
ening may  be  general  or  circumscribed,  and  may  involve  the  entire 
thickness  of  the  membrane.  Not  infrequently,  when  the  external  layers 
are  especially  involved,  firm  adhesions  to  the  skull  occur,  with  ossifi- 
cation of  the  outer  lavers,  so  that  shreds  of  the  membrane  contain- 
ing  little  masses  of  bone  (osteophytes)  remain 
sticking  to  the  skull  w^hen  the  membrane  is 
stripped  off. 

Pkchymeningitis    Interna    Haemorrhagica. — 


This  is  an  important  form  of  chronic  inflamma- 
tion of  the  internal  layer  of  the  dura  mater, 
characterized  by  the  formation  of  layers  of  new- 
delicate  connective  tissue  with  numerous  very 
thin-walled  blood-vessels  from  which  the  blood  is         ^^'<'-  '*-^~-  —  Brain  Sand 
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prone  to  escape.     The  membrane  may  at  first  ap-     istkrna. 
pear  as  a  delicate  fibrinous  pellicle,  with  small 

red  spots  scattered  through  it,  or  it  may  look  like  a  simple  reddish 
or  brown  staining  of  the  inner  surface  of  the  dura  mater.  Microscopi- 
cal examination  shows  this  membrane  to  consist  of  numerous  blood- 
vessels, mostly  capillaries  with  very  thin  walls,  which  may  be  distended  or 
pouched,  and  which  have  grown  out  from  the  vessels  of  the  dura  mater 
(Fig.  590).  Retw^een  the  vessels  is  a  homogeneous  or  slightly  differenti- 
ated basement  substance,  containing  a  variable  number  of  spheroidal, 
fusiform,  or  branching  cells.  Red  blood  cells  in  variable  quantity,  blood 
pigment  in  various  forms,  frequently  enclosed  in  the  new  cells,  and  small 
calcareous  concretions  (brain  sand)  (Fig.  597),  also  lie  in  the  intervascu- 
lar  spaces.  In  more  advanced  stages  the  new  membrane  may  become 
greatly  thickened,  its  outermost  layers  being  changed  into  dense  fibrous 
tissue  with  obliteration  of  the  vessels;  while  the  more  recent Iv  formed 
layers  are  similar  in  structure  to  those  at  first  developed.  ronsidera))le 
blood  usually  escapes  by  diapedesis  from  the  vessels  of  the  new  mem- 
brane in  all  stages  of  its  formation.  The  vessels  are  also  very  liable  to 
rupture,  giving  rise  to  extensive  haemorrhages  either  into  the  .substance  of 
the  membrane  or  between  it  and  the  pia  mater.  Sometimes  masses  of 
new  tissue  and  blood,  from  half  an  inch  to  an  inch  or  more  in  thickness. 
are  formed  in  this  way,  greatly  compressing  the  brain.  These  new  mem- 
branes are  most  frequently  formed  over  the  convexity  of  the  brain,  but 
may  extend  over  nearly  the  entire  surface  of  the  dura  mater.  Some- 
times, when  old,  the  entire  membrane,  densely  pigmented  and  firm,  lies 
loosely  beneath  the  dura  mater  without  compressing  the  brain  or  giving 
any  clinical  indication  of  its  presence.  The  membrane  may  induce 
chronic  changes  in  the  pia  mater,  with  or  without  accompanying  changes 
in  the  cortical  portion  of  the  brain. 

Rarely,  serum  accumulates  between  the  layers  of  the  new  membranes 
and  in  this  way  cysts  of  large  size  may  be  formed.  In  rare  cases  diffuse 
suppuration  of  the  entire  new  membrane  occurs. 

The  slighter  degrees  of  this  form  of  inflammation  may  occasion  no 
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symptoms  during  life.  They  are  not  infrequently  found  in  persons  suf- 
fering from  various  chronic  brain  lesions  and  from  chronic  alcoholism, 
but  they  may  occur  unassociated  with  complicating  lesions.  The  more 
advanced  forms  of  the  lesion  are  frequently  found  in  idiots,  epileptics, 
etc. 

Tuberculous  pachymeningitis  may  occur  secondarily  to  that  form  of  in- 
flammation in  the  pia  mater  or  the  bones,  or  as  a  part  of  general  miliary 
tuberculosis.  The  tubercles  mav  be  situated  on  either  surface  of  the 
membrane  or  in  its  substance,  and  may  be  single,  or  aggregated  forming 
large  masses. 

SjTphilitic  pachymeningitis  manifests  itself  by  the  formation  of  so-called 
gummy  tumors  upon  either  the  external  or  internal  surface  of  the  dura 
mater.  These  tumors  may  be  single  or  multiple,  and  vary  greatly  in 
size.  They  may  be  accompanied  by  simple  inflammatory  changes  in  the 
dura  mater  in  their  vicinity.  They  may  undergo  suppuration  with  the 
formation  of  abscess.  The  inflammation  may  extend  to  the  pia  mater, 
inducing  simple  or  syphilitic  meningitis  and  adhesions  between  the  dura 
mater  and  pia  mater.  The  gummata  may,  on  the  other  hand,  when  oc- 
curring on  the  outer  surface  of  the  membrane  cause  absorption  and  perfo- 
ration of  the  bones  of  the  skull. 

TUMOBS. 

Fibromata  and  Lipomata  occur  rarely  in  the  dura  mater  and  are  of 
small  size. 

Small  Chondromata  are  sometimes  found  connected  with  the  dura 
mater  at  the  base  of  the  brain. 

Osteomata. — In  addition  to  the  formation  of  osteophytes  in  chronic 
external  pachymeningitis,  plates  and,  more  rarely,  globular  masses  of 
bone  may  be  formed  in  the  dura  mater,  unconnected  with  the  bones 
of  the  skull.  They  are  most  frequently  found  in  the  falx  cerebri,  but 
may  occur  elsewhere.  The  new  bone  may  be  dense  or  loose  in  texture, 
and  usually  produces  no  symptoms. 

Endotheliomata.^ — These  tumors  may  grow  inward  or  outward,  caus- 
ing pressure  on  the  brain  or  absorption  and  perforation  of  the  bones;  they 
often  attain  considerable  size.  Some  of  these  tumors  somewhat  resemble 
certain  forms  of  epithelioma,  and  have  often  been  described  as  primary 
carcinomata.  They  vary  in  character,  being  sometimes  formed  of  dense- 
ly packed  masses  of  flattened  cells  with  little  fibrous  stroma  (Fig.  218), 
sometimes  lobulated  with  considerable  dense  stroma  in  narrow  or  broad 
bands.  In  other  cases,  the  polyhedral  or  cuboidal  cells  are  conspicuously 
grouped  around  blood-vessels.  Again,  the  cells  form  concentric,  densely 
packed  mtisses,  either  around  vessels  or  around  a  central  cell  group  (Fig. 
219).  These  form  one  of  the  types  of  psammoma,  and  the  concentric  bor- 
ders are  often  calcified. 

Sarcomata  are  the  most  common  tumors  of  the  dura  mater,  and  of 
these  the  spindle-celled  forms  are  of  more,  the  round-  and  polyhedral- 

'  For  a  consideration  of  tumors  of  the  dura  mater  allied  to  the  endotheliomata  oonault 
Dagonct,  Arch,  de  m^d.  exp.,  t.  iv..  p.  361,  1892. 
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celled  forms  of  less,  frequent  occurrence.  They  may  grow  from  either 
surface  of  the  membiane.  Some  of  the  round-  and  polyhedral-celled 
forms  are  soft  and  very  vascular,  and  are  apt  to  involve  the  neighboring 
pia  mater  and  brain  tissue,  or  the  bones  of  the  skuil,  which  they  may 
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perforate.     They  sometimes   project   through  the  opening  in  the  skull 
in  fungous,  bleeding  musses. 

Psammonuita  are  small  globular  tumors,  often  multiple  and  pedicu- 
lated,  growing  from  the  inner  surface  of  the  dura  mater.  They  are  usu- 
ally composed  of  tissue,  fibrous,  sarcomatous,  or  eiidotheliomatous  in  char- 
acter, and  contain  variously  shaped  calcareous  concretions  similar  in 
appearance  to  the  so-called  brain  sand  '  (Fig.  598). 


THE  PIA  MATER  CEREBRALIS. 
Oaneral  Charact«rs  of  tha  Pia  Hater. 

The  external  Kurface  of  tho  brain  In  Invesited  by  a  connect  lve-tLs«ue  membrane 
whichcoveni  the  convolutlonH,  dips  down  Into  the  sulci,  and  extends  Into  the  ventricles. 
This  membrane  ia  abundantly  supplied  with  blocHl-vesdeln,  and  from  It  numerous  ve^ 
mIb  extend  Into  the  brain,  so  that  any  disturbance  In  t)ic  circulation  of  the  blood  In  the 
pla  mater  Involves  a  dlxturbance  In  the  circulation  of  the  blood  In  the  brain  also. 

The  coitnectlve  tissue  which  makes  up  the  pla  mater  Is  arranged  In  a  Rerlea  of  mem- 
totnea  and  fibres  reinforced  by  elastic  tlsHue,  no  arranged  as  to  fonn  a  npongy  membrane 
containing  numeruu«  cavltlet  more  or  lena  filled  with  fluid.  These  cavltleH  are  continu- 
ous with  the  perlvaHCular  spaces  which  auiround  the  vessels  that  pass  from  the  pla  mater 
Into  the  brain.  Theouterlayerxof  the  pla  mater  arc  the  most  compact,  and  are  covered 
on  their  outside  tmrtace  by  a  continuous  layer  of  endothelial  cells.  This  external  layer 
of  the  pla  mater  Is  often  [lescrlbed  as  a  separate  membrane  called  the  "arachnoid,"  but 
tt  Is  really  only  |>art  of  the  pla.  The  deeper  layers  of  the  pla 
The  membranes  and  fibres  which  compose  the  pin  nialcr  iii 
which  have  Irregular  and  delicate  cell  liodles  and  lar^c,  dLstI 

Alonj!  the  liordeni  of  the  l<mf!ltu<llnal  fissure,  and,  more 
face  of  tho  brain,  are  a  number  of  sinall,  white,  firm.  Irrcftular 
bodies.  They  vary  In  .■iize,  number,  and  In  the  extent  of  tho  surface  of  the  hemlsphereH 
which  they  cover.  Tlicy  may  perforate  the  <hira  malor.  or,  more  rarely,  the  wall  of  the 
longitudinal  siniw.  and  may  produce  crosloni  of  the  skull  liones.  They  are  composed 
of  fibrous  tlnsue  and  may  undergo  fatty  or  calcareous  ilegenerallon.     M'e  are  Ignorant 
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as  to  their  origin,  and  as  to  the  caiu«es  of  their  variations  in  size  and  niiml)er.  The 
frequency  of  their  occurrence,  and  the  absence  of  any  known  pathological  significance, 
warrant  our  regarding  them  as  essentially  normal  stnictures. 

The  pia  mater  Ls  frequently  thickened,  opaque,  and  white,  either  in  diffuse  patches 
or,  more  conmionly,  along  the  course  of  the  vessels.  In  other  cases  single  or  multiple 
small  white  spots,  of  the  size  of  a  pin's  head  or  smaller,  may  be  seen  in  the  membrane, 
not  appreciably  elevateil  alx>ve  the  surface,  but  due  to  localized  thickening.  These 
slight  opacities  of  the  pia  mater  are  commonly  believed  to  be  dependent  upon  repeated 
congestions  of  the  membrane  or  U]x>n  chronic  meningitis,  but  there  is  no  evidence  that 
this  Ls  always  the  case.  They  arc  most  frequently  found  in  old  persons,  but  may  exist 
at  any  age,  and  do  not  necessarily  indicate  the  pre-exLstence  of  disease. 

The  amount  of  bl(X)d  contained  in  the  vessels  of  the  pia  mater  after  death  varies 
greatly,  and  is  by  no  means  a  reliable  indication  of  the  amount  present  during  life.  In 
general  ann'mia  the  vessels  of  the  pia  mater  may  contain  little  blood,  but,  on  the  other 
hand,  they  sometimes  seem  to  contain  a  relatively  larger  amount  than  other  parts  of  the 
body.  In  oMlema  of  the  brain  and  pia  mater  the  vessels  of  the  latter  may  contain  but  a 
small  amount  of  blood. 

<EDE1CA. 

The  quantity  of  serum  beneath  the  pia  mater  and  infiltrating  its  tis- 
sue is  very  variable  in  amount.  It  may  accumulate  as  a  result  of  atrophy 
of  the  brain  substance  or  of  venous  hyperemia,  and  sometimes  is,  and 
sometimes  is  not,  accompanied  by  oedema  of  the  brain  substance.  It 
may  be  diffuse  or  localized.  It  is  not  infrequent  to  find  in  hospital  pa- 
tients suffering  from  chronic  nephritis,  cardiac  or  pulmonary  disease,  or 
chronic  alcoholism,  a  very  considerable  amount  of  serum  in  this  situa- 
tion, though  the  patient  has  been  free  from  cerebral  symptoms.  In 
other  cases  a  serous  effusion  may  accompany  grave  cerebral  symptoms. 
It  is  necessary  to  be  very  careful  in  judging  of  the  importance  of  this 
accumulation  of  fluid,  especially  in  determining  the  cause  of  death  in 
the  absence  of  other  marked  lesions. 

It  should  alwavs  be  borne  in  mind  that  an  accumulation  of  fluid  be- 
neath  the  pia  mater  and  in  its  meshes  may  occur  as  a  result  of  post- 
mortem changes. 

HYPERiBKIA  AND  HJEMOBRHAGE. 

Hyperemia. — The  pia  mater  may  be  hypera^mic  in  early  stages  of  men- 
ingitis, in  delirium  tremens,  in  epileptic  convulsions,  in  infectious  dis- 
eases, and  in  poisoning.  It  may  be  due  to  the  pressure  of  exudates  or 
tumors  on  the  veins,  or  to  general  or  local  lesions  of  the  circulatory 
system.  The  time  which  elapsed  l>etween  death  and  the  autopsy,  the 
position  in  which  the  body  has  lain,  the  coagulability  of  the  blood,  may 
have  an  important  bearing  upon  the  amount  and  situation  of  blood  in 
the  pia. 

Haemorrhage. — This  may  occur  either  into  the  space  between  the  dura 
mater  and  the  pia  mater — inter  meningeal  haemorrhage — or  in  the  meshes  of 
the  pia  or  between  the  latter  and  the  brain.  It  may  be  due  to  injur}', 
to  rupture  of  aneurisms  or  otherwise  diseased  blood-vessels,  to  throm- 
boses of  the  venous  sinuses,  or  to  conditions  which  we  are  unable  to  as- 
certain.    Haemorrhages  without  known  cause  not  infrequently  occur  in 
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the  substance  of  the  pia  mater  in  young  children,  but  in  adults  they  are 
apt  to  be  the  result  of  injury.  Multiple  ecchynioses,  however,  in  the 
substance  of  the  pia  mater  sometimes  occur  in  infectious  diseases  and 
also  in  acute  inflammation  of  the  pia  mater.  HaMuorrhages  in  the  brain 
substance  may  lead  to  the  accumulation  of  blood  beneath  or  in  the 
meshes  of  the  pia  mater.  Intermeningeal  haemorrhage  in  infants  as  a 
result  of  injury  during  birth  is  not  uncommon.  Small,  or  sometimes 
considerable,  extravasations  of  blood  may  occur  from  diapedesis,  and 
sometimes,  as  a  result  of  chronic  congestion,  degenerated  blood  pigment 
collects  along  the  walls  of  the  vessels.  The  extravasated  blood  in  menin- 
geal haemorrhage,  if  small  in  quantity,  may  be  largely  absorbed,  leaving 
a  greater  or  smaller  accumulation  of  pigment  at  the  seat  of  the  haemor- 
rhage.    Such  pigmentations  may  last  for  a  long  time. 

INFLAMMATION.    (Meningitis— Leptomemngitis. ) 

We  distinguish  acute,  chronic,  tuberculous,  and  syphilitic  meningitis. 

Acute  Meningitis  may  occur  as  the  characteristic  lesion  of  epidemic 
cerebro-spinal  meningitis;  it  is  a  not  very  infrequent  complication  of 
pneumonia,  tyi)hus  and  typhoid  fever,  the  exanthemata,  and  of  chronic 
diffuse  nephritis;  it  may  be  secondary  to  injuries  and  inflammation  of 
the  cranial  bones,  of  the  dura  mater,  and  of  the  middle  ear,  and  it  some- 
times occurs  as  an  independent  infectious  process. 

In  acute  meningitis  the  inflammatory  process  is  apt  to  extend  down- 
ward and  involve  the  pia  mater  of  the  cord.  It  may  also  involve  the 
ependyma  of  the  ventricles,  and  cause  the  distention  of  these  cavi- 
ties with  serum.  This  latter  condition  is  especially  frequent  in  young 
children. 

It  is  convenient  to  consider  two  varieties  of  acute  meningitis,  one  in 
which  there  is  cell  proliferation  with  little  or  no  exudate,  the  other  in 
which  exudate  is  present.  In  many  cases  at  least,  the  first  may  be  the 
early  stage  of  the  latter  form. 

1.  Acute  Cellular  Meningitis. — The  pia  mater  is  congested,  its 
surface  is  dry  and  lustreless,  and  it  is  somewhat  opaque.  The  changes 
in  the  gross  appearance  of  the  meml)rane  are  not  marked  and  are  easily 
overlooked,  but  tlie  minute  changes  are  more  decided.  There  is  a  pro- 
liferation of  the  endothelial  and  connective-tissue  cells  of  the  pia,  and 
often  a  moderate  collection  of  fluid  and  leucocytes  in  the  meshes  of  the 
pia.  This  cell  proliferation  may  involve  the  pia  mater  over  most  of  the 
surface  of  the  brain.  This  form  of  meningitis  is  of  frequent  occurrence 
and  is  attended  with  the  ordinary  clinical  symptoms  of  acute  meningitis. 

2.  Acute  Exudativk  Mknincjitis  is  characterized  by  the  accumu- 
lation, chiefly  in  the  meshes  of  the  pia  mater  and  along  the  walls  of  the 
blood-vessels,  of  variable  quantities  of  serum,  fii)rin,  and  pus.  Some- 
times one,  sometimes  another  of  these  preponderates,  giving  rise  to  se- 
rous, fibrinous,  or  purulent  forms  of  the  inflammation.  The  ai)Solute 
quantities  of  the  exudations  also  vary  greatly.  In  some  cases  death 
may  occur  with  so  slight  a  formation  of  exudate  that  to  the  naked  eye 
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the  pia  mater  may  look  quite  normal  or  perhaps  only  moderately  hyper- 
lemic  or  cedematoua;   the  microscope,  however,  in  these  cases  will  reveal 

pus  cells  in  small  numbers,  newly  formed  connective- tissue  cells  (Fig.  599 
and  Fig.  6001,  and  sometimes  flakes  of  fibrin  in  the  meshes  of  the  pia  and 
along  the  walls  of  the  vessels.  In  other  cases  turbid  serum  in  the  meahes 
of  the  membrane  is  all  that  can  be  seen   and  the  microscope  shows  the 


Fio.  599. — Acute  IJivoiT 
Showing  dUtenlioD  of  the  roenhes  of  the  put  n 
leucocytea  and  e 

turbidity  to  be  due  to  pus  cells  or  to  a  small  amount  of  fibrin.  Again, 
either  with  or  without  marked  cedema  of  the  pia  mater,  yellowish 
stripes  are  seen  along  the  sidea  of  the  veins,  sometimes  appearing  like 
faint  turbid  streaks,  at  other  times  dense,  opaque,  thick,  and  wide,  and 
almost  concealing  the  vessels.  These  are  due  to  the  accumulation  of 
pus  cells  and  fibrin  in  large  quantities  along  the  vessels,  and  are  best 


Fio.  600, — Acute  Exttdative  Hrni.voitih, 

Prolirention  u(  cuonective-tUaue  eella  uid  extravasBlioo  of  leucocytea  in  the  advaatitiK  of 

a  mall  blood-veaiiel  of  the  pis  mater. 

seen  and  most  abundant  around  the  larpier  veins  which  pass  over  the 
sulci.  In  still  other  cases  the  infiltration  with  pus  and  fibrin  is  so  dense, 
thick,  and  general,  that  the  brain  tissues,  convolutions,  and  most  of 
the  vessels  of  the  pia  mater  themselves  are  concealed  by  it.  This  pus  is 
usually  of  a  greenish-yellow  color,  and  is  sometimes  so  thick  as  to  form 
a  sort  of  cast  of  the  brain  surface  at  the  seat  of  the  lesion    (Fig.  601). 
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Sometimes  extravaaated  red  blood  eells  are  mintjled  with  the  other  exu- 
dationa,  as  the  result  of  diapedeais.  Microacopicul  examination  shows 
numerous  white  blood  cells  sticking  in  the  walls  of  the  veins  and  capil- 
laries, or  the  vessels  may  be  blocked  with  them.  It  is  evident  that  a 
large  part  of  the  pus  cells  accumulate  as  the  result  of  emigration.  The 
connective-tissue  cells  of  the  pia  mater  may  be  detached  from  their 
places  or  degenerated.  The  endothelial  cells  and  other  connective- 
tissue  cells  may  proliferate.  In  some  cases  there  arc  considerable  accu- 
mulations of  pus  between  the  pia  mater  and  the  brain  substance  and  along 
the  vessels  which  enter  the  latter.  More  rarely  pus  is  found  upon  the 
free  surface  of  the  membrane.     The  brain  substance  may  be  compressed 


iOl. — Acute  Ekvdative  MENiNoma. 
im;  6,  iria  mater  thickly  infiltrated  with  pun;  t,  blofxl-vi 
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by  the  accumulated  exudate,  so  that  the  convolutions  are  flattened. 
The  cortical  portion  of  the  brain  may  be  simply  infiltrated  with  serum 
— fcdematous — or  it  may  undergo  degenerative  changes,  or  it  may  be 
the  seat  of  punctate  haemorrhages.  Not  infrequently  the  inflammation 
extends  to  the  ventricles  which  may  contain  purulent  serum,  and  to  the 
pia  mater  of  the  cord.  This  form  of  inflammation  is  most  frequent  on 
the  convexity  of  the  brain,  but  may  extend  or  even  be  confined  to  the 
base.  It  may  be  localized,  but  frequently  extends  widely  over  the  sur- 
faces of  the  hemispheres. 

When  recovery  from  arutc  exudative  meningitis  occurs  there  may  be 
fatty  degeneration  of  the  cells  which  have  accumulated  in  the  pia  mater, 
particularly  along  the  vessels  (Fig.  (502),  and  this  may  pn)duce  white 
patches  in  the  membrane  and  threads  along  the  blood-vessels,  which 
resemble  the  appearance  of  an  accumulation  of  exudate  in  the  acute 
stage.  Fatty  degeneration  of  the  blood-vessels  and  cells  of  the  pia 
mater  may  also  occur  without  acute  inflammatory  changes. 

Sometimes,  in  children  and  young  adults,  inflammatory  changes  in 
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the  ventricles  persist  for  days  and  weeks  after  the  subsidence  of  the  in- 
flammation of  the  pia  mater. 

For  a  discussion  of  the  bacterial  excitants  of  exudative  meningitis 
see  pape  220.' 

Cbronic  Ueningitis. — The  entire  pia  mater  may  be  involved  or  the 
inflammation  may  l>e  confined  to  the  base  alone  (basilar  meningitis),  or  to 
the  convexity  alone,  or  to  circumscribed  patches  of  the  membrane.  The 
pia  mater  is  thickened  and  opaque,  the  thickening  being  sometimes  very 
considerable.  There  i.s  a  formation  of  new  connective  tissue  and  this 
may  I>e  associated  with  accumulation  of  pus,  fibrin,  and  serum;  the  rela- 
tive quantity  of  these  inflammatorj'  products  varies  in  different  cases. 


Firm  and  sometimes  extensive  adhesions  may  lie  formed  between  the 
dura  mater  and  the  pia  mater.  Not  infrequently  the  cortical  portions 
of  the  brain  jiarticipate  in  the  process,  and  there  is  an  infiltration  of  small 
spheroidal  cells  around  the  blood-vessels,  thickening  of  the  walls  of  the 
vessels,  and  {k'Kcnorative  changes  and  atrophy  of  the  nerve  tissue.  New 
connective  tissue  may  also  form  in  the  brain  substance,  which  may  be- 
come closely  adherent  to  the  pia  mater.  The  ventricles  of  the  brain  also 
may  contain  an  increased  amount  of  scrum  and  may  be  dilated;  the  epen- 
dyma  may  be  thickened  and  roughened.  This  form  of  inflammation  may 
be  the  result  of  injuiy  or  disease  of  the  cranial  Ijones,  or  secondary  to 
chronic  pachymeningitis  or  to  inflammation  of  the  brain  sulistance.  It 
may  occur  in  the  vicinity  of  tumors  of  the  brain  or  meninges.  It  may  be 
acompliiation  of  chronic  diffuse  nephritis  or  the  result  of  chronic  alcoholic 
poisoning.  It  may  occur  in  marked  form  in  general  paresis  of  the  insane. 
Tuberculous  Heningitis. — This  is  cspe<'ially  characterized  by  the  for- 
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mation  in  the  pia  mater  of  miliary  tubercles,  associated  with  more  or  less 
well-marked  exudative  iDHammation.  It  may  occur  in  adults  or  in 
children,  but  is  more  common  in  the  latter.  The  dura  mater  may  be 
unchanged,  or  its  inner  surface  may  be  sprinkled  with  miliary  tubercles. 
The  pia  mater  may  or  may  not  be  congested;  it  may  look  dry  on  the  sur- 
face or  it  may  be  cedematous.  Usually  the  brain  seems  to  fill  the  cere- 
bral cavity  to  an  unusual  degree,  and  the  convolutions  are  flattened.  If 
the  pia  mater  be  cedematous  the  serum  may  be  clear,  or  turbid  with  pua 
and  fibrin.  The  membrane  may  present  any  of  the  general  appearances 
of  exudative  meningitis,  but  always  in  addition  to  these,  and  sometimes 
without  them,  are  found  miliary  tubercles.  These  may  be  few  and  widely 
scattered,  or  present  in  great  numbers.  They  are  most  numerous  along 
the  blood-vessels,  but  may  occur  anywhere.  They  are  usually  abundant 
at  the  base  of  the  brain.  On  the  convexity  they  are  most  common  along 
the  surfaces  of  the  sulci.  Some  of  the  tubercles  are  so  small  as  to  be 
scarcely  visible  or  entirely  invisible  to  the  naked  eye;  others  are  as  large 
as  a  pin's  head  or  larger.  They  may  be  formed  in  the  membranous 
prolongations  of  the  pia  mater  which  dip  into  the  sulci,  around  the  ves- 


sels which  enter  the  brain  substance,  in  the  choroid  plexus  and  ependyma 
of  the  ventricles,  and  may  exist  in  the  spinal  cord. 

The  miliary  tubercles  have  the  usual  structural  characters  of  focal 
tuberculosis  in  connective  tissue  (Fig.  603). 

In  children  the  ventricles  are  usually  more  or  less  distended  by  an 
accumulation  of  transparent  or  turbid  serum,  and  the  walls  of  the  ven- 
tricles may  be  studded  with  miliary  tubercles  (see  Fig.  604).  In  adults 
the  ventricles  are  less  frequently  involved.  The  brain  tissue  around 
the  ventricles  is  often  softened.  The  central  canal  of  the  spinal  cord 
may  also  be  dilated.  It  is  the  dilatation  of  the  ventricles  which  causes 
the  flattening  of  the  convolutions,  and  the  flattening  is  usually  in  direct 
proportion  to  the  amount  of  accumulated  fluid. 

Owing  to  the  frequency  of  the  dilatation  of  the  ventricles  with  serum 
in  children,  the  disease  is  often  called  acute  hydrocephalus. 

In  both  children  anc  adults  the  tuberculous  inflammation  may  pro- 
duce large  masses  of  tuljcrculous  tissue,  which  undergo  cheesy  degenera- 
tion, and  may  involve  the  brain  tissue. 

In  almost  all  cases  of  tuberculous  meningitis  there  is  tuberculous 
inflammation  in  other  parts  of  the  body. 
55 
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Miliary  tubercles  in  the  choroid  of  the  eye  are  present  in  a  considerable 
proportion  of  cases. 

The  cortex  of  the  brain  may  be  hyperEeraic,  ami  punctate  hiemor- 
rhapes  may  be  present  in  the  cortex  and  'n  the  p'a  n  ater 

Syphilitic  Meningitis. — In  this  form  of  mflammal  on  nhich  is  usually 
circumscribe*!,  there  is  a  development  of  gummy  tumors  of  variable  size, 
frequently  associated  with  simple  mflammation  of  the  membrane,  either 
with  the  formation  of  serum   fibrin    and  pus   or  with  the  development 
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Flo.  604. — A  HiLiART  Ttbehcle  of  the  Ependyua  or  THE  Lateral  VENrnici.*. 
This  shows  an  early  ntoge  or  tubercle  tonaation  on  the  ependymn  without  mftrked  ci 


of  new  connective  tissue  and  consequent  thickening  of  the  membrane. 
The  gummata  may  form  in  the  pia  mater  covering  the  convexity,  or  at 
the  base  of  the  brain.  They  may  grow  outward,  involving  the  dura 
mater;  or  inward,  encroacliing  upon  or  involving  the  brain  tissue. 
Although  usually  circumscribed,  syphilitic  inflammation  may  occur  as 
a  diffuse  thickening  of  the  membrane.  The  syphilitic  nodules,  includ- 
ing the  gummatn  and  new-formed  connective  tissue,  are  often  very 
small,  but  may  be  as  large  as  a  hen's  egg. 


Haematoma. — In  chronic  pachymeningitis  of  long  standing  the  new 
connective  tissue  may  form  large,  flat  cysts  between  the  dura  mater  and 
the  pia  mater,  which  may  compress  the  surface  of  the  brain.  The  blood 
originally  contained  in  these  cysts  may  be  absorbed  and  replaced  by 
serum,  the  attachments  to  the  dura  mater  may  disappear,  and  the  whole 
appearance  becomes  that  of  an  independent  cyst  between  the  dura  mater 
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and  the  pia  mater.  Fibroma,  lipoma,  myxoma,  cliondroma,  and  osteoma 
are  of  rare  occurrence. 

Endothelioma ta. — These  tumors  are  of  not  infrequent  occurrence,  and 
may  grow  from  the  pia  of  the  cerebrum  or  cerebellum  or  from  the  cho- 
roid plexus.  They  may  be  single  or  multiple.  They  maybe  small  or  so 
large  as  seriously  to  compress  the  brain. 

Some  of  them  are  composed  of  a  connective-tissue  stroma  which  en- 
closes regular  spaces  filled  with  large,  flat,  nucleated  cells.  These  may 
resemble  carcinoma.     Some  of  them  are  composed  of  a  connective-tissue 
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Sliowing  g^ncrai  appraranrc  of  the  lumor  (see  tig.  606). 

stroma  which  forms  cavities  lined  with  cylindrical  epithelium.  In  such 
tumors  the  stroma  may  grow  so  as  to  form  papillaj  covered  with  cylin- 
drical epithelium;  or  in  addition  there  may  be  mucous  degeneration  of 
the  stroma.  In  some  of  them  there  is  a  connective-tissue  stroma  which 
contains  large  numbers  of  blood-vessels.  Around  these  hlood-vessels  are 
arranged  regular  masses  of  polyhetlral  cells  (Figs.  605  and  G(I6). 

In  some  endotheliomata  the  stroma  is  scanty.  The  cells  are  numer- 
ous, large,  flat,  and  arranged  in  little  globular  masses  or  nests  (Fig,  218). 
If  in  these  little  nests  there  is  a  deposition  of  the  salts  of  lime,  forming 
concretions  like  the  so-called  " brain  sand,"  the  tumor  is  called  a  "paam- 
moma."  Some  of  the  tumors  seem  to  be  formed  of  very  thin,  nucleated 
membranes  arranged  concentrically  like  the  layers  of  an  onion. 

Some  of  the  tumors  are  composed  of  bails  or  nests  of  large,  flat  cells, 
with  which  are  found  crj'stals  of  cholesterin — ^"cholesteatoma."' 

'  For  B  rrilical  rcvipw  of  these  uid  otlier  piul  (umom.  with  bib1iogro|iliy,  M«  BimtTOtm, 
Centrbl.  f.  ollg.  Path,  u    path.  Anal.,  Bd.  viii.,  p.  1,  1897. 
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Sarcoma. — Tumors  belonging  to  the  ordinary  types  of  round-  and  fusi- 
form-colled sarcoma,  and  of  niyxo-sarcoma,  are  occasionally  found  in  the 
pia  mater. 

Cysts. — Small  cysts  are  often  found  in  the  choroid  plexus.  Rarely 
such  cysts  reach  a  larger  size,  even  as  large  as  a  pigeon's  egg. 

Cysts  of  the  pia  mater  containing  serum,  with  walls  and  septa  of  con- 
nective tissue,  and  compressing  the  brain,  have  been  described. 


^s.'^-f^' '  r*^:V-;:-Y-;^% 


Cl,CX 


Vui.  GOa.—Ksc 


Variously  shaped  pigment  cells  not  infrequently  occur  in  the  pia  mater 
either  scattered  or  sometimes  in  considerable  masses;  they  seem  to  have 
little  pathological  significance.  Not  infrequently  thin  plates  of  newly 
formed  bone  arc  found  in  the  pia  mater,  associated  with  a  thickening  of 
the  membrane. 

PASA8ITES. 

CjTSticercus  has  been  observed  in  the  pia  mater. 

THE  DURA  MATER  SPIMALIS. 

Tliv  dura  mater  cplnalks,  UDllke  that  of  the  brain,  does  not  aerve  as  periosteum  to 
the  bonea  forming  the  cavity,  ho  that  the  leelonn  of  the  two  tnembranM  differ  aomewhat. 
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HJEMOBBHAGE. 

Haemorrhage  may  occur,  as  the  result  of  injury,  between  the  dura 
mater  and  periosteum,  or  it  may  occur  in  tetanus,  as  a  result  of  circula- 
tory changes  induced  by  muscular  spasm,  or  in  the  asphyxia  of  new- 
born children.  Small  haemorrhages  on  the  surfaces  of  the  membrane 
may  occur  as  the  result  of  inflammation. 

Serous  fluid  may  accumulate  outside  of  the  dura  mater  as  a  result  of 
post-mortem  changes,  or  in  connection  with  circulatory  or  inflammatory 
changes  in  the  membranes. 

INFLAMMATION.    (Pachymenin^tis.) 

Acute  external  pachymeningitis  is  usually  secondary  to  disease  or  in- 
jury of  the  spinal  column,  and  may  result  in  collections  of  pus  between 
the  dura  mater  and  periosteum,  usually  most  abundant  posteriorly. 
Haemcrrhagic  pachymeningitis  occurs  in  the  dura  mater  spinalis,  with  the 
formation  of  products  similar  to  those  observed  in  the  brain,  in  the 
chronic  insane  and  in  drunkards.  Simple  chronic  pachymeningitis  in- 
terna, with  the  formation  of  new  connective  tissue  containing  brain  sand, 
is  not  infrequent.  The  new  tissue  may  form  minute  projections  from 
the  surface,  or,  when  more  abundant,  may  take  the  form  of  psanmiomata. 
Tuberculous  inflammation  of  the  dura  mater  spinalis  may  occur  in  con- 
nection with  tuberculous  meningitis,  or  be  secondary  to  tuberculous 
inflammation  of  the  vertebrae. 

TUMOBS. 

Fibromata,  lipomata,  chondromata,  myxomata,  endotheliomata,  and 
adenosarcomata  occur  in  the  dura  mater  spinalis  as  primary  tumors. 
Carcinomata  and  sarcomata  may  be  found  as  secondary  tumors.  Small 
plates  of  newly  formed  bone  are  of  rare  occurrence. 

PA&A8ITE8. 

Echinococcus  developing  outside  of  the  spinal  canal  may  perforate  the 
dura  mater;  or  the  cysts  may  lie  between  the  dura  mater  and  the  pia 
mater. 

THE  PIA  MATER  SPINALIS. 

It  Is  difRcult  in  most  cases  in  the  pia  mater,  as  well  as  in  the  dura  mater  spinalis 
and  in  the  spinal  coni,  to  judge  with  certainty,  from  the  appearances  after  death  of 
the  blood  contents  of  the  vessels,  of  these  parts  during  life.  The  same  is  true  of  abnor- 
mal quantities  of  serum  found  after  death.  The  veins  of  the  pia  mater,  especially  in 
the  posterior  region,  may  be  greatly  distended  with  blood  after  death,  without  pre- 
existing disease;  and  the  intermeningeal  space  may  contain  much  fluid  under  the  same 
condition. 

HJEMOBBHAGE. 

Haemorrhages  may  occur  from  injur>',  in  connection  with  severe  con- 
vulsions, or  in  general  diseases  such  as  the  ha»morrhagic  diathesis,  scurvy. 
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smallpox,  etc.  The  hfemorrhages  under  these  conditions,  except  from 
injury,  are  not  usually  extensive.  But  in  some  cases  of  injury  or  cere- 
bral apoplexy,  from  the  bursting  of  aneurisms  of  the  basilar  or  vertebral 
arteries,  or  in  cases  in  which  we  cannot  find  a  cause,  a  verj'  large  quantity 
of  blood  may  collect  between  the  dura  and  pin  mater,  and  in  the  meshes 
of  or  beneath  the  latter. 

nfTLAmCATIOy.     (H«nm^ti«.) 

Acute  exudative  spinal  meningitis  occurs  under  essentially  the  same 
conditions  and  with  essentially  the  same  post-mortem  appearances  as 
acute  cerebral  meningitis,  though  it  is  less  frequent.  The  exudate  is 
apt  to  be  most  abundant  in  the  posterior  portions.  It  may  be  asso- 
ciated with  a  simitar  infiammalion  of  the  pia  mater  cerebralis,  and  the 
inner  surface  of  the  dura  mater  may  be  involved.  The  disease  may  be 
circumscribed,  but  usually  affects  the  entire  length  of  the  membrane. 

Chronic  spinal  meningitis  is  not  infrequent,  manifesting  itself  in  the 
formation  of  larger  or  smaller  patches  of  new  connective  tissue  or  in 
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thickenings  of  the  pia  mater.  The  pia  and  dura  mater  may  thus  be  firmly 
united  in  places  by  adhesions,  or  the  pia  mater  may  become  closely  ad- 
herent to  the  substance  of  the  cord. 

Not  very  infrequently  large  numbers  of  pigment  cells  are  found  in 
the  pia  mater  spinalis,  sometimes  giving  it  a  distinct  gray  or  blackish 
color. 

Tuberculous  inflammation  is  usually  associated  with  a  similar  condi- 
tion of  the  pia  mater  cerebralis,  in  which  case  the  lesion  is  most  marked  in 
the  upper  portions  of  the  cord;  but  it  may  extend  over  the  entire  mem- 
brane. The  conditions  under  which  it  occurs  and  the  character  of  the 
lesions  are  similar  in  both. 


Fibromata,  myzomata,  sarcomata,   and  endotbetiomata   have  been 
found. 

Small  pliilrs  of  cartilage  and  bone  (Fig.  GOT)  arc  sometimes  found  in 
the  pia  mater. 

PABA8ITBS. 

Cysticercus  sometimes  occurs  in  the  meshes  of  the  pia  mater. 
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THE     VENTRICLES     OF  THE     BRAIN.       THE     EPENDYMA 

AND  CHOROID  PLEXUS, 

OEKE&AL  CONSIDERATIONS. 

As  the  lymph-spaces  of  the  pia  mater  and  the  ventricles  of  the  brain 
are  in  communication,  it  might  be  supposed  that  they  would  share  alike 
in  the  accumulation  of  fluids.  This,  however,  is  not  the  case.  The 
membranes  of  the  brain  may  be  highly  cedematous  while  the  ventricles 
contain  about  the  normal  quantity  of  fluid;  or,  on  the  other  hand,  the 
ventricles  may  be  widely  dilated  and  the  pia  mater  unusually  dry.  Many 
of  these  varying  conditions  may  be  understood  by  remembering  that  the 
skull  and  spinal  canal  form  a  closed  cavity,  and  that  accumulations  of 
fluid  in  one  part  must  be  at  the  expense  of  some  material  occupying 
other  parts,  either  blood,  serum,  or  brain  tissue.  It  is  not  always  easy 
to  see,  however,  exactly  how  the  compensation  occurs. 

There  may  be  an  unusual  amount  of  fluid  in  the  ventricles  of  the 
brain  as  a  result  of  post-mortem  change;  in  connection  with  senile  or 
other  atrophy  of  the  brain,  or  in  the  general  vascular  changes  which  lead 
to  oedema  of  the  brain;  in  connection  with  inflammation  of  the  meninges 
or  of  the  ependyma;  or  under  conditions  which  we  do  not  understand, 
as  in  some  cases  of  congenital  and  acquired  hydrocephalus.  Accumula- 
tions of  fluid  in  the  ventricles  are  often  called  internal  hydrocephalus  to 
distinguish  them  from  accumulations  in  the  meninges — external  hydro- 
cephaliLS. 

INFLAMMATION.     (Ependymitis.) 

Acute  Ependjrmitis. — In  this  condition,  which  may  occur  by  itself,  but 
is  usually  associated  with  inflammation  of  other  parts  of  the  brain,  the 
ependyma  is  congested,  the  vessels  are  more  prominent  than  usual  and 
are  often  tortuous.  The  ependyma  and  the  adjacent  brain  tissue  may  be 
thickened  and  infiltrated  with  pus  cells,  and  the  surface  of  the  ependyma 
covered  with  fibrin  and  pus  in  variable  quantity  (Fig.  608).  The  cavi- 
ties of  the  ventricles  may  contain  purulent  serum.  Small  haemorrhages 
may  also  be  present  in  the  tissue  of  the  ependyma.  This,  as  well  as 
other  forms  of  inflammation,  is  more  common  in  the  lateral  ventricles 
than  in  the  others,  but  not  infrequently  involves  the  fourth  ventricle. 
The  choroid  plexus  may  participate  in  the  inflammatory  changes  of  the 
ependyma.  Tuberculous  inflammation  of  the  ependyma  is,  as  above 
mentioned,  a  not  infrequent  accompaniment  of  tuberculous  meningitis. 

Chronic  £pend3rmitis. — This  lesion,  which  is  much  more  common  than 
simple  acute  inflammation  of  the  ependyma,  occurs  under  a  variety  of 
conditions,  and  its  nature  and  causation  are  in  general  very  obscure. 
The  ependyma  is  thicker,  whiter,  and  more  opaque  than  normal,  so  that 
the  vessels  may  be  nearly  or  quite  invisible.  The  thickenings  may  oc- 
cur in  patches  or  diffusely,  and  the  surface  of  the  ependyma  may  be 
smooth,  or  roughened  and  granular.  On  microscopical  examination  the 
surface  of  the  ependyma  may  be  covered  with  the  usual  epithelium,  but 
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the  new  connective  tissue  which  forms  beneath  it  often  raises  it  up  in 
places,  lausinft  the  roughness  of  the  surface.  The  new  tissue  is  usually 
rather  loose  in  texture  and  may  contain  many  small  spheroidal  cells;  but 
it  may  be  dense  in  texture  and  contain  few  cells.  The  brain  tissue  be- 
neath the  thickened  ependynia  may  be  softened  or  infiltrated  with  cells. 
The  sides  of  the  ventricles  may  be  grown  together  in  places  by  the  adhe- 
sion of  the  thickened  and  roughened  ependyma.  The  ventricles  usually 
contain  more  seruni  than  normal,  and  sometimcB  this  accumulation  is 
so  great  !ifi  to  cause  an  enormous  dilatation  of  them.  While  these  are 
in  general  the  prominent  lesions  in  chronic  inflammation  of  the  epen- 
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dyma,  the  comparative  development  of  the  several  lesions  varies  greatly 
in  different  cases. 

The  accumulation  of  fluid  and  the  dilatation  of  the  ventricles  being 
the  most  marked  feature  in  all  this  class  of  lesions,  they  are  often  called 
chronic  hydrocephalus,  but  in  many  cases  we  have  no  evidence  that  the 
change  in  the  ependyma  is  an  important  or  even  an  actual  primary 
factor. 

Hydrocephalus. — We  may,  for  convenience  of  study,  consider  three 
classes  of  cases  of  hydrocephalus:  first,  congenital  hydrocephalus  in  young 
children;  second,  secondary  hydrocephalus  in  children  and  adults;  third, 
primary  hydrocephalus  in  adults. 

1.  CoNOKMTAL  Hydrocephalus. — The  lesion  may  be  in  an  ad- 
vanced stage  at  the  time  of  birth,  or  it  may  be  scarcely  evident  or  but 
moderately  developed.  It  may  progress  rapidly  and  cause  the  early 
death  of  the  child,  or  it  may  develop  gradually  or  come  to  a  standstill. 
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In  the  more  marked  forms  of  the  disease  the  ventricles  are  widely  dilated 
(Fig.  609)  and  filled  with  serum,  which  is  usually  transparent.  Not  only 
the  lateral  ventricles,  but  also  the  third  and  fifth,  may  be  involved;  the 
fourth  is  less  apt  to  participate  in  the  lesion,  although  it  is  sometimes 
dilated,  as  well  as  the  central  canal  of  the  cord. 

The  distention,  especially  of  the  lateral  ventricles,  may  be  so  preat 
that  the  brain  tissue  over  the  vertex  is  crowded  up  into  a  thin  layer  be- 


I.  Dilated  lateral 


neath  the  dura  mater,  or  it  may  be  entirely  destroyed.  When  the  dila- 
tation of  the  ventricles  is  considerable,  the  convolutions  are  flattened 
and  may  be  almost  entirely  obliterated.  The  skull  bones  may  be  thin 
and  bulging  over  the  forehead  and  vertex;  the  fontanels  and  sutures 
widely  open.  The  ependyma  in  these  cases  is  usually  thick  and  rough, 
but  it  may  be  softened,  and  the  blood-vessels  may  be  dilated.  The  basal 
portions  of  the  brain  maj'  be  flattened,  but  are  usually  much  less  affected 
than  the  upper  portions.     The  brain  tissue  is  usually  soft  and  ansemic. 

2.  Secondary  Hvdrooephalis. — This  may  occur  in  children  and 
adults,  and  may  be  a  result  of  epidemic  cerebro-spinal  meningitis,  or  of 
acute  meningitis,  or  of  chronic  meningitis.  It  sometimes  occurs  in 
chronic  alcoholic  poisoning  and  in  general  paralysis  of  the  insane.  The 
amount  of  dilatation  of  the  ventricles  varies  greatly  in  these  cases,  but 
it  is  never  so  great  as  in  congenital  hydrocephalus,  and  is  not  accompa- 
nied by  the  changes  in  the  shape  of  the  skull  which  form  so  prominent  a 
feature  in  the  latter  disease,  since  the  bones  are  firmer  and  the  sutures 
united.  In  this  form  of  chronic  hydrocephalus  the  changes  in  the  epen- 
dyma above  described  are  usually  more  or  less  well  marked,  and  they 
may  be  associated  with  the  production  of  fibrin  and  pus. 

.{.  PniMAHY  HvDitocEPHALrs  IN  Adults. — The  conditions  leading 
to  this  form  of  lesion  are  not  understood.  It  is  apt  to  occur  in  persons 
over  thirty  years  of  age.     yometimea  one,  sometimes  both  lateral  ven- 
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tricles  are  dilated.  The  dilatation  is  usually  moderate,  sometimes  very 
slight  and  never  as  great  as  in  congenital  hydrocephalus.  The  ven- 
tricles usually  contain  transparent  serum,  and  the  ependyma  is  thickened 
and  roughened.  In  some  cases  it  is  the  only  lesion  found  to  account  for 
the  death  of  the  patient. 

TUX0B8. 

New  formations  of  connective  tissue  in  the  ependyma^  although  usually 
diflfuse,  may  be  circumscribed,  and  form  small,  projecting  connective-tis- 
sue nodules,  which  may  be  classed  among  the  fibromata.  Small  fibro- 
mata are  sometimes  detached  from  the  walls  of  the  ventricles  and  lie  free 
in  the  cavity.  Small  lipomata,  angiomata,  and  also  sarcomata  and  glio- 
mata  occur  rarely.  Chondromata  and  angiomata  may  occur  in  the  choroid 
plexus,  the  latter  sometimes  being  as  large  as  a  hen's  ^^,^.  The  choroid 
plexus  is  not  infrequently  the  seat  of  transparent  cysts,  usually  of  small 
size;  they  may  contain  a  clear  fluid,  or  colloid  material,  or  droplets  of 
fat,  or  calcareous  particles.  A  small  dermoid  cyst  containing  hairs  has 
been  described.     The  cysts  have  no  special  pathological  significance. 

Primary  carcinomata  sometimes  involve  the  ventricles. 

The  calcareous  bodies  called  brain  sand  *  (see  Fig.  597)  occur  fre- 
quently in  the  choroid  plexus,  and  corpora  amylacea  may  occur  here  and 
beneath  the  ependyma. 

PABASITES. 

Cysticercus  and  echinococcus  cysts  are  sometimes  attached  to  the  walls 
of  the  ventricles  or  may  be  free  in  their  cavities. 

The  Brain  and  Spinal  Cord. 

Malformations  of  the 


Cyclopia. — This  malformation  consiAt^  In  an  arrest  of  development  affecting  the 
cerebrum,  which,  Instead  of  separating  Into  two  hemispheres,  remains  single,  with  one 
ventricle,  the  rudiments  of  the  eyes  usually  uniting  to  form  one  eye  (Fig.  179).  This 
single  eye  is  in  the  middle  of  the  face,  near  the  place  of  the  root  of  the  nose,  in  a  single  orbit. 
Over  this  is  an  irr^ular  body  representing  the  nose.  The  rest  of  the  face  is  well  formed. 
The  eyeball  may  be  wanting  entirely,  or  there  may  be  two  eyes  joined  together,  or, 
more  seldom,  two  separate  eyes.  The  orbit  Ls  surrounded  by  rudiments  of  four  eyelids. 
The  frontal  bone  Is  single,  the  nasal  bones  are  undeveloped;  the  ethmoid,  vomer,  and 
turbinate  bones  are  al)sent.  The  optic  nerve  Is  double,  single,  or  absent.  There  may 
be  hydrocephalus.     Such  children  are  incapable  ot  prolonged  exbtence. 

Anencephalia. — This  malformation  may  be  of  various  degrees.  The  brain  may 
be  entirely  absent,  the  base  of  the  cranium  being  covered  with  a  thick  membrane,  into 
which  the  nerves  pass.  The  membranes  may  form  a  sort  of  cyst  containing  blood  and 
serum  or  portions  of  brain.  Of  the  cranial  bones,  only  those  which  form  the  base  of 
the  skull  are  present  {acrania).  The  scalp  Is  usually  partly  or  entirely  absent  over  the 
opening  In  the  skull;  the  eyes  are  prominent,  and  the  forehead  slopes  sharply  back- 
ward.    TliLs  malformation  may  occur  In  otherwise  well-developed  children. 

Hydrocephalus. — This  lesion  has  been  already  conslderetl  above.     It  is  proba- 

*  The  little,  hard  masses  called  brain  sand  consist  of  aggregations  of  small  particles  of 
carbonate  and  phosphate  of  lime  witli  a  small  amount  of  phosphate  of  anunonia  and  mag- 
nesium.    With  these  there  is  more  or  less  organic  matter. 
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ble  that  in  some  cases  hydrocephalus  intemus  is  due  to  a  primary  partial  anencephaUOf 
and  that  the  accumulation  of  fluid  is  of  secondary  occurrence.  In  rare  cases,  only 
part  of  one  lateral  ventricle  is  hydrocephalic,  giving  to  the  head  a  protuberance 
on  one  side,  ^he  viability  of  the  foetus  depends  upon  the  degree  of  the  hydrocephalus. 
Hydrocephalus  exlemus  Is  an  accumulation  of  serum  beneath  the  pia  mater,  or,  according 
to  some  authors,  between  the  pia  and  dura  mater.  It  causes  dilatation  of  the  cranium 
and  compression  of  the  brain.  It  is  of  very  rare  occurrence,  and  may  also  be  secondary 
to  partial  anencephalia. 

CErHALocEi.E,  OR  Brain  Hernia. — When  abnormal  openings  exist  in  the  skull 
from  malformation,  the  contents  of  the  cerebral  cavity  are  apt  to  protrude  in  the  form 
of  larger  or  smaller  sacs.  This  may  occur  in  cases  of  well-marked  anencephalia  «r  in 
cases  in  which  the  brain  is  well  developed.  The  protruding  sac  formed  of  the  meninges 
may  or  may  not  be  covered  with  skin.  If  the  contents  of  the  sac  are  simply  fluid,  the 
lesion  is  called  hydromeningocele  ;  if  composed  of  brain  substance,  encephalocele  (Fig.  183) ; 
if  the  sac  contain  both  fluid  and  brain  substance,  it  is  called  hydrencephalocele.  The -sacs 
may  be  very  small  or  as  large  as  a  child's  head.  They  may  protrude  from  the  top  of  the 
skull  in  acrania.  They  most  frequently  protfiide  through  openings  in  the  occipital 
bone,  often  hanging  down  in  large  sacs  upon  the  neck;  also  at  the  root  of  the  nose, 
along  the  line  of  the  sutures,  at  the  base  of  the  skull,  and  elsewhere. 

Microcephalia. — This  is  an  abnormally  small  size  of  the  brain,  with  a  correspond- 
ingly small  cranium.  The  diminution  in  size  affects  principally  the  cerebral  hemi- 
spheres, though  the  other  parts  of  the  brain  are  also  small.  Thus  the  cerebellum  may 
be  of  extremely  small  size.  The  cord  may  be  smaller  than  normal,  in  which  case  the 
diminution  in  size  is  apt  to  show  a  direct  dependence  upon  the  cerebral  lesions,  the 
direct  and  the  crossed  pyramidal  tracts  being  most  affected.  There  may  also  be  present 
imperfect  development  of  the  posterior  columns  and  of  the  direct  cerebellar  tracts.  The 
convolutions  are  few  and  simple,  the  cavities  often  dilated  with  serum ;  on  the  mem- 
branes there  may  be  traces  of  inflammation.  The  cranium  is  small,  the  face  large,  the 
rest  of  the  body  small.  This  malformation  is  in  some  cases  caused  by  inflammation  or 
dropsy  of  the  brain  during  foetal  life.  It  Ls  endemic  in  some  countries,  but  single  cases 
may  occur  anjrwhere.  The  foetus  is  viable.  Absence  or  incomplete  development  of 
portions  of  the  brain  may  occur,  not  only  in  idiots,  but  in  persons  whose  minds  are 
perfect.* 

Malformations  of  the  Spinal  Cord. 

The  malformations  of  the  spinal  cord  may  be  conveniently  classed  as  follows  (Van 
Gleson  *) : 

1.  Congenital  Deformities  Associated  with  Monstrosities,  and  Incom- 
patible WITH  Extra-Uterine  Life. 

These  may  be  divided  Into  : 

1.  Amyelia,  or  absence  of  the  spinal  cord.  This  is  almost  invariably  associated 
wi*h  absence  of  the  brain. 

2.  Atelomyelia,  or  partial  development  of  the  spinal  cord.  This  is  often  seen  in  the 
anencephalous  or  acephalic  monsters,  where,  corresponding  to  the  Incompletely  devel- 
oped brain,  there  may  be  various  degrees  of  defective  development  of  the  cord. 

3.  IHastematotnyelia ,  a  condition  in  which  a  portion  or  the  whole  of  the  cord  Is 
split  Into  two  lateral  halve-^.  Each  half  of  the  cord  Ls  developed  In  its  own  mem- 
branes and  gives  rise  to  its  own  nerve  roots.  There  may  be  union  at  one  or  more  points 
to  form  a  single  cord. 

4.  THplomijflia,  or  a.  formation  of  two  spinal  cords — a  duplication  of  the  spinal 
cord.     This  happens  In  the  various  kinds  of  double  monsters. 

II.  Minor  Congenital  Malformations  not  Inconsistent  with  the  Mainten- 
ance OF  Life. 

1.  Hydrorrhachis  interna  Is  a  defective  closure  or  arrangement  of  the  divisions  of  the 

*  For  a  general  conHideration  of  nmlformations  of  the  central  nervous  system  consult 
Thoma,  "Text-Book  of  Pathological  Anatomy,"  vol.  i.,  p.  206  et  secj. 

*  Van  Gieson,   "Artefacts  of  the  Nervous  System,"   New  York  Medical  Journal,   vol. 
Ivi.,  pp.  337,  365,  421,  1892. 
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primary  fatal  ceniral  canal  orien  resultlDf;  Id  the  dlUtatlonof  the  central  canal  by  fluid 
(Hydromyetia)  (Fig.  610).  This  dilatation  may  be  moderate,  or  so  extreme  that  but 
Uttleof  theeubRtanceof  ihcconi  Is  left  asalhlnflhetl  around  the  central  cavity.  When 
they  have  not  been  destroyed  by  atrophy  eplthdlalcellsmay  be  lound  lining  the  cavity. 


Flo.  810. — IlrDBowrBui. 

In  the  section  from  which  this  drawing  wbb  made,  the  epithelial  rella  surrounding  the  dilatrd 
central  canal  were  well  preserved. 

This  condition  may  lie  a-reldentally  found  after  death.  Its  presence  may  also  be 
Indicated  by  Itn  agsoclatlon  with  spina  bifida.* 

2.  HeUrotopin,  or  misplacement  of  the  substances  of  the  cord. 
{a)  There  may  1>e  misplaced  portions  of  the  gray  matter. 

(b\  Portions  of  the  white  matter  may  be  arranged  In  an  unuxual  manner. 

3.  Anomalitit  o/  Iht  Spirwil  Nerve  Raalt. 

4.  AtifmmrlTir^  of  the  Spinal  Cord. 

III.  Malforuations  or  the  Spinal  Cord  Acquired  dt'rinu  Extha-utbrine 
Life  or  Secondarv  to  Defective  Development  iv  Other  Partb  op  the  Body. 

1.  Dlslortlons  following  other  cord  leslonn. 

2.  Asymmetry  of  the  cord  due  to  arrested  development  after  birth  or  to  secondary 
atrophyof  portions  of  the  cord  In  assoclatloD  with  defective  development  or  absence  of 
some  other  part  of  the  body. 

3.  Asymmetry  of  the  cord  with  congenital  defects  of  the  extrenltles  or  muscles, 
such  as  intra-uterlne  or  other  oraputatlotis,  clubfoot,  etc. 

4.  Variations  In  the  volume  of  the  cord  as  a  whole. 

False  Heterotopia. — Congenital  displacement  of  the  grayor  white  matter  of  the 
spinal  cord- — heterotopia — has  been  frequently  described.  Van  Gleson '  has  shown,  how- 
ever, that  in  a  large  proportion  of  cases  the  so-called  heterotopia  Is  an  artefact  (Fig. 
611)  and  has  been  caused  by  bruises  or  careless  handling  of  the  cord  during  Its  removal 
from  the  body  or  In  the  process  of  examination  or  hardening. 

Spina  Bifida, —  In  the  majority  of  cases  hydrorrhachls  Is  accompanied  by  a  more  or 
lesK  complete  lock  of  cloxure  of  the  spinal  canal  posteriorly,  so  that  the  collections  of 
fluid  within  may  pouch  outward  through  the  opening  In  the  form  of  a  sac.  The  sac  may 
be  covere<l  by  skin,  or  this  may  be  absent,  either  from  the  befclnning  or  as  a  rfsult  of 
thinning  and  rupture.  The  walls  of  the  sac  may  consist  of  the  dura  maler  and  the  pla 
mater,  or.  in  ca-ies  of  hydrorrhachis  externa,  of  the  dura  mater  alone.  When  both  are 
preisent  they  are  UKUully  more  or  less  fu'<ed  together.  Inside  of  the  membranes  of  the  sac 
there  may  bo  a  ^hell  of  distended  nerve  tissue  of  the  cord;  or  the  pplnal  cord  may  be 

'  I'nder  litis  subdivision  tlip  condition  knnwn  as  hi/drorrhachin  rxtema  may  be  conven- 
iently aliuilinl  lo.  n-hicli  cunxiHls  in  an  abnormal  congenita]  accumulation  uf  fluid  between  the 
nicninge*!  of  the  conl,  causing  more  or  less  diminution  in  the  volume  of  the  latter. 

'  Von  Gitaon,  .N'ew  York  Medical  Journal,  vol.  Ivi.,  pp.  337,  3«5,  421,  1892. 
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split  posteriorly  and  the  sides  crowded  sideways;  or  there  may  be  a  rudimentary  frag- 
ment of  the  cord  suspended  la  the  sac  or  attached  to  the  walls ;  or  the  cord  may  be  but 
little  changed  and  remain  inalde  the  spinal  canal.  The  openings  In  the  spinal  canal  may 
be  due  tc  the  complete  or  partial  absence  of  the  vertebral  arches,  or  more  rarely  the  sac 
may  protrude  through  openings  between  the  completely  formed  arches.  Spina  bifida 
most  frequently  occurs  In  the  lumbar  and  sacral  regions,  but  It  may  occur  In  the  dor- 
esl  or  cervical  regions,  or  the  canal  may  be  open  over  Its  entire  l^igth.  Very  rarely 
It  Is  open  on  the  anterior  suriace.  The  pro- 
truding sac  may  be  very  small  or  as  large  as  a 
child's  head.  The  fluid  In  the  sac  Is  usually 
clear,  but  may  be  turbid  from  floccullofd^en' 
erated  nerve  tissue. 

mrTUBJSs  OP  thb  brain. 

The  brain  may  be  directly  wound- 
ed by  a  foreign  body,  or  indirectly 
by  fragments  of  bone  driven  into  it, 
or  it  may  be  lacerated  by  severe  con- 
tusion without  fracture  or  solution  of 
continuity  of  the  skull.  Very  severe 
injuries  of  the  brain  are  often  caused 
in  parts  of  the  organ  remote  from  the 

.        F       •    I  mi  II  ,1  nhon'itiK  artificial  diHptac 

seat    of   Violence.       Thus    blows   on    the      Btmclunw  bv   an    exnenm 

skull  frequently  cause  laceration  of 
the  brain  on  the  opposite  side.  This 
is  called    injury   by  contrecoup.     It  is    "  -••""■' 

very  difficult  to  estimate  the  degree  of  injury  which  must  cause 
death,  since  some  persona  die  from  slight,  and  others  recover  from 
very  severe,  wounds  of  the  brain.  In  incised  wounds  of  the  brain 
more  or  less  hajmorrhage  occurs  at  the  seat  of  lesion,  and  the  brain  tissue 
in  the  vicinity  soon  undergoes  degenerative  changes.  These  may  be 
comparatively  slight  or  extensive.  Inflammatory  reaction  may  occur  in 
the  vicinity,  and  the  adjacent  brain  tissue,  as  well  as  the  hemorrhagic  and 
degenerated  area,  may  become  infiltrated  with  pus  cells.  After  a  time  the 
injured  and  degenerated  area  may  become  surrounded  by  new-formed 
connective  tissue,  and  the  decomposed  extravasated  blood  and  detritus 
of  brain  tissue,  more  or  less  fatty,  may  l>e  absorbed.  In  this  way  the 
part  heals,  leaving  a  somewhat  pigmented  cicatrix.  The  healing  is  in 
most  cases  verj-  slow  and  may  occupy  months  or  even  years.  The  pia 
mater  may  purlicipate  to  a  marked  degree  in  the  inflammatory  healing 
process.     Abscesses  may  form  near  the  seat  of  injury. 

After  wounds  which  involve  the  removal  of  portions  of  the  cranial 
bones,  it  is  not  uncommon  after  a  few  days  to  see  a  bleeding  fungous 
mass  projecting  through  the  opening.  This  mass,  sometimes  wrongly 
called  hernia  cerebri,  consi.sts  of  degenerated  brain  tissue,  blood,  and 
granulation  tissue,  with  more  or  less  pus.  The  brain  tissue  below  it  is  de- 
generated, soft,  broken  down,  and  purulent,  and  there  is  often  abscess  in 
the  adjacent  brain  tissue.  Such  wounds  may  finally  heal  by  the  absorp- 
tion of  the  broken-down  brain  tissue  and  blood,  and  its  replacement  by 
granulation  tissue. 
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Lacerations  of  the  brain  tissue  without  fracture  may  appear  shortly 
after  the  injury  as  simple  more  or  less  circumscribed  areas  of  capillary 
haemorrhage;  the  brain  tissue  about  these  may  degenerate,  pus  may 
form,  and  abscesses  be  developed;  or  the  degenerated  and  lacerated  tis- 
sue may  be  gradually  replaced  by  granulation  tissue  which  finally  forms 
a  cicatrix.  The  process  of  degeneration  and  softening  and  of  healing 
in  such  lacerations  of  brain  tissue  may  occur  very  slowly  indeed,  even 
occupying  years,  and  not  infrequently  the  degenerative  changes  are  very 
extensive  and  progressive.  In  many  cases,  of  course,  the  injury  is  so 
extensive,  or  involves  such  important  parts  of  the  organ,  that  very  little 
or  no  inflammatory  or  degenerative  change  takes  place  before  death. 

INJTJRISS  OF  THE  CORD. 

The  spinal  cord  may  be  compressed  or  lacerated  by  penetrating 
wounds,  by  fracture  or  dislocation  of  the  vertebrae,  or  by  concussion 
without  injury  to  the  vertebrae.  The  spinal  cord  is  found  simply  disin- 
tegrated, or  there  may  be  much  haemorrhage  and  the  disintegrated  nerve 
tissue  be  mixed  with  blood.  If  life  continue,  the  nerve  elements  may 
degenerate;  Gluge's  corpuscles  and  free  fat  droplets  may  form;  blood 
pigments  may  be  formed;  and  when  inflammation  supervenes  more  or 
less  pus  may  be  intermingled  with  the  degenerated  material.  There  may 
be  marked  changes  in  the  minute  structure  of  the  cord,  without  any 
change  being  evident  to  the  naked  eye. 

INJT7SIES  OF  THE  NEBVES. 

The  secondary  effects  of  injuries  to  nerves  are  described  in  the  sec- 
tion on  degenerations  following  injury.  After  amputation  of  a  limb, 
there  often  occur  swellings  of  the  peripheral  ends  of  the  divided  nerve 
trunks.  These  bulbous  ends  are  called  false  or  amputation  neuromata. 
They  are  made  up  almost  entirely  of  fibrous  tissue,  although  nerve  fibres 
have  been  found  in  them. 

HYPEBTBOPHT  AND  ATROPHY  OF  THE  BRAIN. 

True  Hypertrophy  of  the  brain  is  rare,  and  probably  always  congeni- 
tal. An  increase  in  the  size  of  the  brain  from  the  proliferation  of  the 
neuroglia  sometimes  occurs  in  children  either  before  or  after  birth,  less 
frequently  in  youths,  and  very  seldom  in  adults.  The  white  substance  of 
the  hemispheres  is  increased  in  amount.  If  it  takes  place  before  the  ossi- 
fication of  the  cranium,  the  bones  are  separated  at  the  sutures  and  fon- 
tanels; if  after  this,  the  inner  table  of  the  skull  may  be  eroded  and 
thinned.  When  the  cranium  is  opened  the  dura  mater  appears  tense  and 
anaemic,  the  convolutions  of  the  brain  are  flattened,  the  l)rain  substance 
is  firm  and  anirmic,  the  ventricles  are  small,  the  ganglia  and  cerebellum 
are  either  of  normal  size  or  compressed. 

The  disease  is  usually  very  chronic,  and  destroys  life  with  symptoms 
of  compression  of  the  brain.  There  may,  however,  be  acute  exacerba- 
tions. 


THB    NERVOUS    SYSTEM  879 

Atrophy. — This  may  occur  as  a  senile  change,  or,  in  chronic  alcohol, 
opium,  or  lead  poisoning,  in  chronic  insanity,  anti  in  chronic  meningitis, 
or  from  local  interference  with  the  circulation.  In  children  who  are 
much  reduced  by  chronic  diseases  atrophy  of  the  brain  may  accompany 
atrophy  of  the  rest  of  the  body. 

The  atrophy  affects  principally  the  cerebral  hemispheres,  and  may  be 
uniform  or  more  marked  in  eome  parts  than  in  others,  involving  the 
whole  of  a  hemisphere  or  of  a  lobe  or  only  single  convolutions  or  groups 
of  these  (Fig.  012       The  convolutions  are  small,  the  sulci  broad,  the 
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ventricles  usually  dilated,  the  brain  tis-sue  is  firm,  the  pray  matter  discol- 
ored, the  white  substance  grayish  in  color;  the  blood-vesseiR  may  be 
dilated.  The  basal  ganglia  may  be  small.  Serum  accumulates  in  the 
pia  mater  and  In  the  ventricles;  the  pia  mater,  and  often  the  skull,  be- 
come thickened;  the  brain  tissue  may  be  eedematous  or  contain  small 
hemorrhages.  The  nerve  elements  of  the  brain  tissue  are  those  most 
involved  in  the  atrophy,  the  diminished  areas  being  usually  harder  and 
firmer  than  normal. 

PIOHBKTATIOIT  OF  THE  BBAIN. 

This  may  occur  in  any  portion  of  the  brain  or  its  meninges  from  the 
decomposition  of  extravasated  blood.     In  persons  affected  by  malaria 
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the  gray  matter  of  the  brain  has  sometimes  a  dark  or  even  blackish  ap- 
pearance. This  color  is  due  to  the  presence  of  black  pigment  granules 
within  the  capillary  blood-vessels.  The  obstruction  to  the  vessels  by 
masses  of  these  pigment  granules  may  cause  capillary  apoplexies.  The 
pigment  may  also  be  found  in  the  walls  and  in  the  lumina  of  the  vessels 
of  the  pia  mater. 

Pigment  patches  of  congenital  origin  are  not  infrequently  seen  in  the 
pia  mater.  They  may  be  due  to  the  presence  of  branching  pigmented 
cells. 


CIB0T7LAT0BY  AND  VASCUUUEt    CHANGES    IN    THE     BRAIN  AND 

SPINAL  CO&D. 

Anatomical  Considerations. 

In  studying  the  circulatory  changen  in  the  brain  and  cord  certain  peculiarities  in 
that  circulation  should  be  lx>me  in  mind.  The  ve.s8eLs  which  nourish  the  brain  arise 
from  a  remarkable  anastomosis  of  large  arterial  trunks  at  its  base,  known  as  the  circle 
of  Willis  (see  diagram  Fig.  613).     From  this  "circle"  pass  off  to  each  hemisphere  three 

main  branches — the  anterior,  the  middle,  and  the  poste- 
rior cerebral.  These  arteries  ramify  in  the  pia,  where  they 
anastomose  freely.  From  this  anastomosis  small  branches 
are  given  off  which  penetrate  the  brain  substance,  the 

O  shorter  breaking  up  into  capillaries  in  the  gray  matter, 
^-^^-        the    longer    pa*^ing    to    the   underlying    white   matter. 
_t  After  entering  (he  cortex  there  Is  no  further  anastomosis. 

the  capUlarie<i  of  a  cortical  artery  passing  directly  over 
into  a  venous  system  of  capillaries  without  communicat- 
ing with  capillaries  of  other  arteries.  They  are  thus  **  ter- 
minal arteries."  In  addition  to  these' art  cries,  which  sup- 
ply the  hemispheres,  branches  from  the  circle  of  Willis 
are  distributed  to  the  basal  ganglia.  These  arteries  are 
much  larger  than  those  which  pass  from  the  pia  into  the 
cortex,  and  lievond  the  circle  of  W'lllis  do  not  form  anas- 
tomoses  with  one  another.  Thus  it  Is  that  occlusions  of 
the  arteries  supplying  the  basal  ganglia  are  much  more 
serious,  aside  from  the  importance  of  the  part^  involved, 
than  of  those  passing  to  the  cortex. 

Three  main  arteries  furnish  blood  to  the  cord:  the 
anterior  spinal,  lying  along  the  opening  of  the  anterior  me- 
dian fissure,  and  two  paster  lor  spinal,  lying  near  the  en- 
trances of  the  po.sterlor  roots.  Branches  of  theine  arteries 
anastomose  in  the  pia,  and  from  this  pial  network  branches 
pass  directly  Into  the  substance  of  the  cord.  The  larg- 
est, a  branch  of  the  anterior  spinal,  passes  into  the  pia 
of  the  anterior  fis.sure,  and,  penetrating  the  cord,  is  dlstrib- 
utetl  to  the  gray  matter  of  the  anterior  horn,  and  to  the 
median  gray  matter  as  far  back  as  Clarke  s  column.  Small- 
er arteries  from  the  posterior  spinal  supply  the  posterior 
regions  of  the  cord.  These  arteries,  like  those  in  the 
brain,  are  terminal  in  the  sease  that,  while  anastomosing 
freely  in  the  pia,  after  i>enetrating  the  substance  of  the  cord  there  are  no  further  anas- 
tomoses. 

Hypkk-*:mia  and  Ax.emia. 

The  appearance  of  the  brain  tissue  after  death  does  not  always 
furnish   reliable  indications  of  its  blood   contents  during  life,  though 


Fhj.  613. — Diagram  ok 
THE  Circle  of  Willis  and 
Associated  Vessels. 

a,  Anterior  <'oit»bnil:  h, 
anterior  ('oiiiiiiuiiieutiiig;  r, 
internal  riirotids;  d,  iniddie 
cerebrui;  #■,  iKwterior  com- 
municating; /,  |)08terior 
cerebral;  g,  basilar;  h,  ver- 
tebral. 


THE     NERVOUS    SYSTEM  881 

it  is  perhaps  more  to  be  depended  on  than  the  appearance  of  the 
meninges. 

Some  of  the  more  common  conditions  determining  hyperemia  which 
are  mentioned  above  as  influencing  the  meninges  apply  also  to  the  sub- 
stance of  the  brain. 

Active  hypersemia  may  occur  in  various  inflammatory  conditions  of  the 
brain.  Hypera>mia  of  the  brain  is  quite  common  in  deaths  from  in- 
solation and  after  conditions  accompanied  by  acute  delirium.  Passive 
hypersemia  may  occur  in  conditions  similar  to  those  which  determine 
congestions  in  other  organs  of  the  body,  such  as  chronic  diseases  of  the 
heart  or  lungs.  It  may  be  induced  by  anything  which  prevents  venous 
return,  such  as  intracranial  tumors  which  compress  the  sinuses,  or  by 
thrombosis. 

In  sections  of  hyperjpmic  brains  the  small  blood-points  from  the  cut 
ends  of  small  vessels  are  more  numerous  and  conspicuous  than  under 
normal  conditions,  and  the  brain  tissue,  particularly  the  gray  matter, 
may  have  a  diffuse  red  color.  If  excessive,  the  convolutions  may  be 
somewhat  flattened,  the  brain  tissue  and  pia  mater  may  be  oedematous, 
and  the  ventricles  contain  fluid.  The  congestion  of  the  vessels  may 
be  general  or  localized. 

The  most  constant  lesion  of  what  is  known  as  caisson  disease,  a  con- 
dition resulting  from  exposure  to  sudden  changes  in  atmospheric  press- 
ure, is  a  congestion  of  the  brain,  cord,  and  meninges.  Areas  of  soften- 
ing in  the  brain  and  cord  are  not  infrequent  and  there  may  be  effusion 
into  the  meninges. 

Anaemia  of  the  brain  may  be  either  local  or  general.  It  may  depend 
upon  a  general  anaemia  or  upon  general  disturbances  of  the  circulation, 
such  as  mitral  stenosis  or  regurgitation;  or  upon  local  interference  with 
the  arterial  blood  supply,  such  as  complete  or  partial  obstruction  of  the 
arteries  from  thrombi,  emboli,  inflammatory  changes,  spasmodic  con- 
tractions, etc.,  or  from  tumors,  exudations,  and  blood  extravasations 
pressing  upon  the  vessels  from  without.  In  oedema  of  the  meninges,  and 
in  the  presence  of  internal  hydrocephalus,  the  brain  tissue  is  apt  to  l>e 
anaemic.  The  brain  tissue  in  anaemia  looks  whiter  than  usual,  the  con- 
trast between  the  gray  and  the  white  matter  is  less  marked,  and  the 
small  blood-points  usually  seen  on  section  from  divided  vessels  may  be 
very  inconspicuous  or  almost  entirely  absent. 

(Edk.ma. 

Q^dema  of  the  brain  tissue  may  accompany  either  general  or  local- 
ized hypera^mia,  or  it  may  accompany  ansemia,  and  it  seems  in  most  cases, 
though  not  always,  to  be  dependent  upon  conditions  which  induce  these 
alterations  in  the  blood  contents  of  the  brain.  It  is,  perhaps,  most  com- 
mon in  conditions  which  determine  a  passive  hyperaemia.  In  some  cases 
of  marked  impoverishment  of  the  blood  a  so-called  hydrcemic  oedema  of 
.the  brain  is  found. 

In  oedema  the  brain  tissue  appears  unusually  wet  and  shiny.  The 
56 
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same  iinderlyinj;  condition  is  apt  to  determine  an  exudation  into  the 
membranes  and  ventricles.  There  is  usuallv  considerable  distention  of 
the  perivascular  lymph-spaces. 

Marked  (edema  of  the  brain  may  exist  without  brain  symptoms.  On 
the  other  hand,  persons  may  die  comatose  with  no  other  gross  lesion  than 
cedema,  either  with  or  without  cedema  of  the  pia  mater.  This  is  seen 
with  especial  frequency  in  acute  and  chronic  alcohol  poisoning,  but  may 
occur  under  other  conditions.  A  careful  microscopical  examination  of 
the  brain  under  these  conditions  will  frequently  reveal  structural  lesions 
of  more  serious  import  than  the  cedema. 

Under  the  designation  of  **  serous  apoplexy,"  crdema  of  the  brain  was 
formerly  considered  of  importance,  in  the  absence  of  other  lesions,  as  a 
cause  of  death,  l^ut  increased  knowledge  has  led  to  the  general  belief 
that  simple  cerebral  (edema  as  an  independent  conditi(m  has  not  the  sig- 
nificance formerly  ascribed  to  it,  and  it  should  be  accepted,  if  ever,  with 
great  reserve  as  a  cause  of  death. 

H.EMORKHACiK. 

Hsemorrhages  in  the  substance  of  the  brain  may  be  very  small  and 
punctate,  and  are  then  usually  called  capillary  hemorrhages:  or  they  may 
result  in  the  collection  in  the  brain  tissue  of  masses  of  blood  of  consid- 
erable size,  which  are  called  apoplectic  foci  or  clots.  These  forms  of 
haemorrhages  may  l)e  associated,  or  a  number  of  capillary  haemorrhages 
may  join  to  form  an  extensive  clot. 

Capillary  harmorrhageii  may  appear,  on  section  of  the  brain,  like  the 
severed  ends  of  hypera»mic  blood-vessels,  or  the  tissue  about  them  may 
be  more  or  less  tinged  with  blood.  Microscopically,  the  perivascular 
spaces  are  distended  with  blood,  which  may  have  escaped  into  them. 
This  is  associated  with  more  or  less  broken-down  brain  tissue.  The  haem- 
orrhages may  l)c  single,  but  are  frequently  multiple,  so  that  the  brain 
tissue  is  besprinkled  with  blood-points.  Degeneration  of  the  extra va- 
sat.ed  blood  may  give  rise  in  later  stages  to  reddish  or  brown  or  yellowish 
circumscribed  discoloration  of  the  brain  tissue,  due  to  granules  and  crys- 
tals of  blood  pigment  intermingled  with  broken-down  brain  tissue,  with 
more  or  less  fatty  degeneration  of  its  elements.  Capillary  haemorrhages 
may  be  due  to  fatty  degeneration  of  the  vessels  leading  to  rupture;  or 
the  extravasation  may  be  due  to  diapedesis,  or  it  may  depend  upon  con- 
ditions which  we  do  not  understand.  They  frequently  occur  in  the 
vicinity  of  apoplectic  clots  and  tumors,  they  nuiy  be  due  to  thrombosis 
of  the  veins  or  of  the  sinuses  of  the  dura  mater;  they  not  infrequently 
occur  in  acute  encephalitis,  in  congestive  hypenemia,  in  acute  mania, 
and  in  delirium  tremens;  and  they  may  be  associated  with  general  dis- 
eases, such  as  scurvy,  purpura  ha^morrhagica,  typhus  fever,  pyae- 
mia, ulcerative  endocarditis,  etc.;  they  may  be  associated  with  embolic 
softening. 

Apoplectic  joci  may  result  from  the  coalescence  of  numerous  capillary 
haemorrhages:   from  injury;   or  from  rupture  of  diseased  arteries,  either 
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with  or  without  changes  in  the  blood  pressure.  Hirmorrhagcs  from  in- 
jury to  the  skull  may  occur  as  well  witliout  as  with  fracture,  and  may  be 
situated  over  the  vertex  or  at  the  base  of  the  brain.  They  vary  in 
extent  and  location,  depending  upon  the  character  and  point  of  the  in- 
jury and  the  size  of  the  vessels  involved.  The  so-called  spontaneous 
hannorrhages,  other  than  those  of  capillary  origin,  which  give  rise  to 
masses  of  l)lood  and  broken-down  brain  tissue,  may  vary  in  size  from  that 
of  a  pea  to  those  occupying  a  large  part  of  a  hemisphere.  They  are  due, 
in  a  very  considerable  proportion  of  cases,  to  the  rupture  of  small  arterial 
aneurisms,  but  may  arise  from  weakening  of  the  walls  of  the  arteries, 
from  arteritis,  atheroma,  or  fatty  degeneration.  These  latter  forms  of 
lesions  doubtless  give  rise  in  most  cases  to  the  formation  of  the  an- 
eurisms whose  rupture  is  in  so  many  cases  the  inmiediate  cause  of  the 
hipmorrhage. 

Aneurisms  of  the  cerebral  arteries  may  be  as  large  as  a  pea  or  hazel- 
nut, but  those  most  frequently  met  with  and  ^'ausing  apoplexy  are 
usually  small — called  miliary  aneurisms — and  may  be  microscopic  in 
size,  varying  from  this  up  to  that  of  a  large  pin's  head  or  larger.  They 
nuiy  l)e  sacculate  or  fusiform,  and  frequently  exist  in  considerable  num- 
bers. They  may  occur  in  any  of  the  small  arteries  of  the  brain,  but  are 
said  to  be  most  frequent  on  the  branches  of  the  middle  cerebral  artery. 
It  is  asserted  that  the  bursting  of  miliary  aneurisms  is  the  nearly,  if  not 
quite,  exclusive  cause  of  the  formation  of  spontaneous  apoplectic  clots, 
but  this  we  do  not  believe  to  be  true. 

As  to  the  immediate  cause  of  rupture,  either  of  aneurisms  or  other- 
wise disea.sed  blood-vessels  in  the  brain,  we  are  in  many  cases  entirely 
ignorant.  In  some  cases  it  seems  to  be  due  to  an  increased  arterial  ten- 
sion in  such  diseases  of  the  heart  as  induce  this  change,  as  in  the  car- 
diac hypertrophy  which  may  accompany  some  forms  of  chronic  diffuse 
nephritis;  or  it  may  result  from  unusual  exertion  or  mental  excitement. 

Haemorrhages  most  frequently  occur  in  the  corpora  striata  and 
optic  thalami  (Fig.  G14),  and  in  the  brain  tissue  in  their  vicinity,  and  here 
they  are  most  common  in  the  parts  supplied  by  the  branches  of  the  mid- 
dle cerebral  artery.  The  possibility  of  haemorrhage  in  the  floor  of  the 
fourth  ventri<*le  should  be  borne  in  mind  in  investigating  cases  of  sudden 
death  from  obscure  causes. 

Hipmorrhages  frequently  seriously  affect  otlier  portions  of  the  brain 
than  those  immediately  supplied  by  the  ruptured  vessels.  Thus  haemor- 
rhages in  the  cortical  substance  or  beneath  the  pia  mater  may  force  their 
way  deep  into  the  brain  substance;  or,  in  haemorrhage  in  the  brain  sub- 
stanc'C,  the  blood  mav  burst  into  the  ventricles  or  work  its  wav  into  the 
intermeningeal  space,  and,  either  at  the  seat  of  its  occurrence  or  in  the 
situations  into  which  it  is  forced,  may  give  rise  to  serious  compression 
of  the  brain.  Portions  of  the  brain  containing  large  extravasations  may 
be  enlarged,  the  tissue  anaemic  from  pressure,  the  convolutions  flattened, 
and  the  surface  dry.  As  the  blood  is  poured  out,  the  brain  tissue  is  usu- 
ally torn  and  lacerated,  so  that  the  apoplectic  clot  usually  consists  of 
detritus  of  brain  tissue  intermingled  with  blood.     If,  however,  the  blood 


884 


THK    NKHVOtS    8VSTKM 


18  poiireti  out  from  a  single  vesstel.  the  lacerated  bruin  tissue  may  be 
prensed  asiiie,  and  the  greater  i>ortioii  of  the  red  mass  may  consist  of 
pure  blood  clot. 

The  appearances  presented  by  ha-morrliajjes  in  the  brain  vary  greatly, 
depending  upon  the  time  which  haa  elapsed  since  their  occurrence.  If 
life  continue,  the  a-dema  which  usually  soon  occurs  in  the  vicinity  of  the 
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haemorrhage  disappears  and  t  he  clot  bernmeN  drier  and  firmer;  gradually 
the  blood  undergoe.i  the  usual  series  of  changes  seen  in  extravasation; 
the  hicnioghiliin  decomposes,  formin);  granules  and  ciyslals  of  blood  pig- 
ment; the  blood  cells  and  fibrin  imder^o  degeneration  and  absorption; 
the  detritus  of  brain  Iis,sue  undergfK-s  fatty  degeneration.  As  these  al- 
terations occur  the  color  changes  to  reddish-brown,  orange,  or  yellow, 
and  the  adjacent  brain  tissue  may  l>e  di.scohired  by  imbibition. 

Inflammatory  reaction  may  <ircur  in  the  vicinity,  leading  either  to  the 
formation  of  a  moi-e  or  less  pigmented  cicatrix,  or  to  a  cyst  with  yellow- 
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ish  fluid  rontents  and  a  fibrous,  more  or  less  pigmented  wall.  The  proc- 
ess of  degeneration  and  absorption  of  the  hlood  and  broken-down  brain 
tissue,  and  their  replacement  by  a  cyst  or  by  a  cicatrix,  is  a  slow  one, 
and  the  cysts  and  cicatrices  may  resemble  those  formed  at  the  seat  of 
embolic  softening.  Not  infrequently  we  find  in  the  brain  of  a  person 
dead  from  recent  apoplexy  the  remains  of  old  clots  presenting  some  one 
of  the  above-de8cril>ed  stages  of  absorption.  The  apoplectic  cysts  and 
cicatrices  persist  for  a  long  time  after  their  formation. 

Secondary  de;£enerations  (see  p.  901)  following  hemorrhages  de- 
pend entirely  upon  the  cells  destroyed  or  the  fibre  tracts  interrupted. 
Most  common  are  degenerations  of  the  pyramidal  tracts  from  hemor- 
rhages into  the  sensory-motor  region  of  the  cortex,  or  from  ha>morrhageB 
info  the  internal  capsule  (lenlitulo-striate  arterj-l.  Hjemorrhages  in- 
volving the  optic  centres  or  the  optic  fibres  lead  to  degeneration  in  the 
optic  tracts.     Ha;morrhages  into  other  portions  of  the  brain,  by  destroy- 
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ing  commissural  cells  or  interrupting  their  fibres,  lead  to  degeneration  of 
intracranial  fibre  tracts. 

Hsmorrhage  in  the  Spinal  Cord  is  much  less  frequent  than  in  the  brain^ 
but  may  occur  either  as  capillary  apoplexy  or  as  larger  apoplectic  clots. 
Ciipillary  hicmorrhages,  similar  in  appearance  to  those  of  the  brain,  may 
oi'cur  as  the  result  of  injury,  or  near  area.s  of  softening  or  tumors,  or  may 
accompany  severe  convulsions,  as  in  tetanus.  Apoplectic  clots,  whicb 
are  comparatively  rare  in  the  spinal  cord,  are  usually  small,  commonly 
not  more  than  one  centimetre  in  diameter,  and  are  similar  in  their  ap- 
pearance, and  in  the  changes  subsequent  to  their  formation,  to  those  ia 
the  brain.  They  are  usually  the  result  of  injur\';  but  may  occur  spon- 
taneously.    These  so-called  "spontaneous  haemorrhages"  are  undoubt- 
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edly  in  most  (uses  the  result  of  inflaniiiiation.  They  may  occur  in  any 
acute  disease  of  the  cord,  nnd  are  an  espeiiully  frequent  comphcation  of 
acute  myelitis.  Hxniorrhuge  into  the  cord,  occurring  in  the  course  of  an 
acute  infectious  disease,  ia  probably,  as  a  rule,  due  to  an  unrecognized 
myelitis  or  acute  degeneration.  Heemorrhages  in  the  course  of  a  chronic 
myelitis  are  not  common,  and  are  probably  due  to  a  softening  dependent 
on  interference  with  nutrition.  Hfemorrhage-s  into  Hie  cord  have  been  re- 
ported in  syphilitic  myelitis,  in  syringomyelia,  and  in  tumors  of  the  cord. 
Gliomnta  especially  are  often  very  vascvlnr,  and  their  thin-walled  vessels 
are  subject  to  rupture.  Sometimes,  however.  h;cniorrhagic  foci  are  found 
in  the  spinal  cord  without  traumatism  or  evidence  of  inflammatory  change. 
Larger  ha-morrhagea  naturally  follow  the  lines  of  least  resistance,  and 
their  long  diameter  corresponds  to  that  of  the  cord.     To  such  columnar 
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hiemorrhagea,  usually  traumatic  '  ■  origin,  the  name  hamalomyclia  has 
been  applied  (Fig.  615).  The  term  is  being  n.w  more  properly  used  to 
cover  the  general  subject  of  ha?morrhage  into  the  spinal  c„rd. 

The  smaller  capillary  hiemorrhages  may  be  entirely  alworbed.  They 
may,  on  the  other  hand,  form  microscopic  sclerotic  areas.  The  larger 
haemorrhages  determine  a  considerable  destruction  of  tissue.  They  may 
be  absorbed  and  replaced  by  fibrous  tissue,  or  the  central  area  may  break 
down  into  a  fluid  or  semi-fluid  mass  of  blood  and  tissue,  vith  a  more  or 
less  definite  fibrous  wall  (Fig.  61(i).  To  these  columnar  cavities  or  canals 
the  term   hirmatovnfeloi>ore  has   been   applied   by  Van  (>ies<m.'     To  a 

'  Inn    f.Vn'n,    "Ilipiiialoniyeli>pon— a    New    Spiu&l-C'onl    Uiscwie,"    New    York    Poly- 
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similar  condition  in  which  proliferation  of  the  neucol^ia  is  the  most 
marked  feature,  the  name  of  ** false  or  secondary  syringomyelia"  has 
been  given. 

Thrombosis  and  E^mbolism. 

Thrombi  may  form  in  the  arteries  as  a  result  of  any  degenerative  or 
inflammatory  process  in  their  walls  leading  to  a  roughening  or  death  of 
the  intima,  or  from  pressure  from  without,  or  they  may  occur  in  vessels 
in  whose  walls  we  can  detect  no  primary  lesion.  The  most  common 
causes  are  atheroma  and  simple  endarteritis.  Thrombi  may  also  form 
around  an  embolus  which  does  not  entirely  occlude  the  vessel. 

Emboli  of  the  cerebral  arteries  most  commonly  arise  from  acute  or 
chronic  endocarditis  or  cardiac  thrombi;  thev  mav  arise  from  aneurisms 
or  atheroma  of  the  aorta,  from  the  carotid  or  vertebral  arteries,  or  from 
the  pulmonary  veins.  The  materials  constituting  emboli  vary  greatly, 
depending  on  their  mode  of  origin  (see  p.  27).  The  effects  on  the  brain 
tissue  of  emboli  and  thrombi  of  the  arteries  are  essentially  the  same 
in  their  main  features.  In  some  cases,  however,  in  which  large  emboli, 
usually  from  endocarditis,  suddenly  block  up  a  large  vessel,  the  individ- 
ual may  die  almost  instantly  without  other  apparent  lesion  than  the  stop- 
page of  the  vessel. 

In  general,  the  first  effect  of  the  occlusion  of  an  artery  is  to  deprive 
the  region  to  which  it  is  distributed  of  blood.  In  arteries  whose  branches 
anastomose,  the  affected  area  is  soon  supplied  with  blood  by  the  estab- 
lishment of  a  collateral  circulation.  In  terminal  arteries,  on  the  other 
hand,  the  blocking  of  the  vessel  is  followed,  as  a  rule,  by  degenerative 
changes  and  softening  in  the  brain  tissue.  The  appearances  which  these 
degenerated  areas  present  vary  greatly,  depending  upon  the  stage  of  the 
degeneration  and  the  amount  of  blood  which  may  be  extravasated.  Dense 
infiltrations  of  the  brain  tissue  with  blood,  as  in  ha»morrhagic  infarctions 
from  emboli  in  other  parts  of  the  body,  do  not  usually  occur,  although 
considerable  blood  may  be  extravasated.  Areas  of  softening  in  which 
there  is  little  extravasation  of  blood  are  usuallv  white  or  vellow  in  color, 
white  or  yellow  softening.  When  much  blood  is  present  the  process  is 
frequently  called  red  softening.  Yellow  softening  is  probably  often  only 
a  secondary  stage  of  the  red,  resulting  from  absorption  of  most  of  the 
pigment.  The  term  '*  white  softening"  is  often  used  interchangeably 
with  "  yellow."  It  is  also  applied  to  that  condition  into  which  the  latter 
passes  after  more  complete  liquefaction,  and  after  fatty  changes  have 
taken  place.  Young  proliferating  neuroglia  tissue  often  gives  a  glisten- 
ing white  appearance  to  the  lesion. 

The  tissue  in  the  affected  area  gradually  softens  and  may  Income  dif- 
fluent. Microscopically,  the  softened  ti.ssue  is  seen  to  consist  of  more  or 
less  fluid  with  broken-down  brain  tissue,  fragments  of  nerve  fibres,  drop- 
lets of  myelin,  nerve  cells,  shreds  of  neuroglia  tissue  and  blood-vessels, 
and  red  and  white  blood  cells.  The  evidence  of  degeneration  is  seen 
in  the  presence  of  fat  granules  and  droplets,  larger  and  smaller  cells 
densely  crowded  with  droplets  of  fat  (so-called  Gluge's  corpuscles  or  com- 
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pound  granular  corpuscles).     Various  kinds  of  cells  and  cell  fragments, 
more  or  less  granular  and  fatty,  and  also  corpora  amylacea,  blood  pig- 


Fig.  617. — Degenerated  Cells,  Cholesterin  Crtbtals,  and  Corpora  Amylacea  from 

Brain  Tisaue  in  Embolic  S<»ftknino, 

a,  Fatty  g&nglion  c«»llf»:  h,  corpora  amylacea;  c,  cell  containing  very  large  number  of  fat 
dropletH  (compound  granular  or  Gluge'M  cor|>uj«clcs) ;  d,  cholesterin  crystals. 

ment,  fat  crystals,  and  cholesterin  cr>'stals,  may  be  found  (Fig.  617). 
The  walls  of  the  blood-vessels  may  also  be  in  a  condition  of  fatty  degen- 


Fig.  618. — Bloop-Vebsels  prom  an  Area  of  Embolic  Softening  of  Brain. 

The  walls  of  the  vc».s<'1h,  particularly  the  endothelial  cells,  contain  fat   granules  and   fat 

droplets. 

eration  (Fip.  CIS).     The  color  of  the  softened  mass  will  of  course  depend 
upon  the  relative  amounts  of  these  elements. 

The  tissue  may  remain  for  a  long  time  in  the  soft  condition,  or  it 
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may  be  absorbed  and  replaced  by  a  connective-tissue  cicatrix  which 
may  be  more  or  less  pigmented;  or  a  wall  of  connective  tissue  may 
form  about  it,  converting  it  into  a  well-defined  cyst,  with  or  without 
pigmented  walls;  or  the  mass  may  dry  and  form  a  dense,  structureless 
nodule.  Acute  inflammatory  changes  may  occur  about  the  dead  tissue. 
In  cases  of  infectious  emboli  numerous  abscesses  may  be  formed  in  addi- 
tion to  their  mechanical  action. 

Thrombi  are  most  frequent  in  the  internal  carotids,  less  frequent  in  the 
middle  cerebral,  basilar,  and  vertebrals.  They  may  occur,  but  still  less 
frequently,  in  other  cerebral  arteries.  Emboli  are  most  common  in  the 
middle  cerebral  artery,  next  in  the  internal  carotid,  and  then  in  the  basi- 
lar. The  relative  frequency  with  which  embolism  occurs  in  the  middle 
cerebral  artery  is  attributable  to  the  directness  with  which  the  blood 
passes  into  this  artery  from  the  heart.  The  great  significance  attaching 
to  embolism  of  the  middle  cerebral  artery  is  evident  when  we  remember 
that  its  branches  within  the  brain  are  terminal  arteries,  and  are  dis- 
tributed to  such  important  structures  as  the  lenticular  and  caudate  nuclei, 
the  internal  capsule,  and  the  optic  thalamus. 

Thrombosis  and  embolism  also  occur  in  the  vessels  of  the  spinal  cord, 
though  less  frequently  than  in  those  of  the  brain.  As  in  the  brain,  when 
they  involve  terminal  arteries,  they  determine  areas  of  softening  and 
consequent  secondary  degenerations. 

Lksions  of  the  Vksskl  Walls  ix  the  Brain  and  Cord. 

The  mural  changes  in  the  vessels  are  not  peculiar  to  the  nervous  sys- 
tem: the  most  frequent  is  that  known  as  atheroma  or  arterio-sclerosis. 
It  is  especially  common  in  the  system  of  arterial  trunks  which  make  up 
the  circle  of  Willis.  Fatty  degeneration  is  often  found  in  the  vessel 
walls  coincident  with  the  increase  in  the  connective-tissue  elements. 
Calcification  may  occur  and  may  be  so  extensive  that  the  whole  or  a 
greater  part  of  the  circle  of  Willis  is  converted  into  a  series  of  hard 
tubes  usually  somewhat  larger  than  normal.  More  commonly  the  cal- 
careous areas  are  irregular  in  their  distribution,  giving  to  the  vessels  a 
nodular  appearance.  Fatty  degeneration  may  also  occur,  though  more 
rarely,  as  an  independent  lesion.  It  affects  particularly  the  muscular 
coat.  Hyaline  degeneration  may  also  occur  either  as  an  independent 
lesion,  which  is  quite  frequent  in  the  brains  of  idiots,  or  as  the  initial 
lesion  of  a  sclerosis. 


DEGENERATION    AND    INFLAMMATION    IN  THE  BBAIN,   SPINAL 

COBD,   AND    NERVES. 

Review  of  Normal  Morphology. 

While  the  scope  of  this  work  does  not  warrant  a  detailed  description  of  the  mor- 
phology of  the  nervous  system,*  our  appreciation  of  the  pathological  changes  to  which 

^  For  this  the  reader  is  referred  to  such  w^orlcH  as  "The  Nervous  Sjrstem,"  by  Barker^ 
and  tiie  "Anatomic  du  Systtme  Nerveux  de  I'Homme,"  by  Van  Gehuchten. 
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It  Is  subject  is  so  dependent  upon  an  accurate  knowledge  of  its  morphology,  that, 
before  proceeding  further,  a  brief  resume  of  some  of  the  more  fundamental  points  in  its 
structure  and  architecture  cannot  wisely  be  omitted. 

The  studies  of  Golgi  and  of  his  successors  in  the  use  of  his  technique  have  led  to  the 
so-called  neurone  conception  of  nervous-system  structure.  According  to  this  view,  the 
neurone  represents  fhe  structural  unit  of  the  nervous  system.  The  neurone  is  the  nerve 
cell  with  all  its  prolongatioas,  and  the  ner\'ous  system  in  toto  is  but  an  orderly  associa- 
tion of  an  immense  number  of  these  neurone  units.  Although  these  neurones  differ 
from  one  another  as  to  details  of  structure  they  still  present  an  essential  similarity. 

The  neurone  Ls  first  distinguishable  as  a  small  round  cell  in  the  epiblastic  lining  of 
the  embryonic  neural  canal.  Such  a  cell  Ls  entirely  devoid  of  processes.  It  soon, 
however.  be?omes  pyriform,  and  from  the  tip  of  the  pear  grows  out  a  process,  w^hich  is 
the  axix-cylinder  process  or  axone.  Later  other  processes  appear  as  outgrowths  of  the 
cell  Ixxly.  These  are  the  protoplasmic  processes  or  dendrites.  Each  adult  neurone 
then  consists  of  a  cell  lx>dy,  and  passing  off  from  this  cell  body  two  kinds  of  processes 
(Figs.  619  and  620). 

The  Cell  Body. — Our  know^ledge  of  the  Internal  structure  of  the  nerve  cell  has  been 
greatly  increased  in  the  last  few  years  by  the  application  of  a  special  technique  devised 
by  XLssl.'  Subjected  to  this  technique  nerve  cells  present  two  very  different  types  of 
reaction.  Certain  cells,  such,  for  example,  as  the  cells  of  the  granule  layers  of  the  cere- 
bellum and  of  the  olfactory  lobe,  stain  only  as  to  their  nuclei,  the  cell  bodies  themselves 
remaining  entirely  unstained.  To  such  cells  NLssl  has  given  the  name  of  caryochromes. 
It  Is  obvious  that  the  methmi  of  Nlssl  f^ives  no  insight  into  the  structiu^e  of  these  cells. 
The  majority  of  nerve  cells,  however,  react  both  as  to  their  nuclei  and  as  to  their  cell  bodies 
to  the  NLssl  stain.  These  cells  NLssl  designates  as  aomaiochromes.  Such  a  cell  presents 
the  following  appearance  (Plate  XIII.,  1).  There  is  a  nucleus  identical  in  structure 
with  nuclei  found  in  other  cells.  It  is  bounded  by  a  nuclear  membrane  and  traversed 
by  a  network  which  takes  a  comparatively  light  blue  stain.  Within  the  nucleus  is  a 
nucleolus  staining  an  intense  blue.  In  the  cell  body  two  distinct  elements  r  ppear:  a 
clear  ground  sul>stance,  unstained;  and  scattered  through  it  deep  staining  masses,  known 
as  chromophilic  Ixxiies.  These  chromophilic  bodies  are  granular,  and  differ  in  size, 
shape,  and  arrangement.  The-se  differences  have  servecl  as  a  basis  of  classification. 
Presenting  variations  in  different  types  of  cells,  their  appearance  in  a  given  type  remains 
constant.  Most  Investigators,  while  differing  in  details,  agree  in  ascribing  to  the  im- 
stainable  sul)stance  a  definite  structure.  This  structure  Ls  usually  described  as  composed 
of  a  fibrillar  or  reticular  network  lying  in  a  more  or  less  homogeneous  ground  substance. 
With  the  use  of  the  ordinary  technique  of  NLssl,  all  of  the  cell  body,  excepting  the 
chromophilic  bodies,  remains  unstained  and  apparently  structureless.  Our  ideas  as 
to  the  physiology  of  the^e  different  e'.ements  of  the  nerve  cell  rest  largely  upon  a  theoret- 
ical basis.  It  has  been  shown  that  the  nerve  cell  represents  the  genetic  centre  of  the 
neurone.  From  the  behavior  of  the  processes,  when  cut  off  from  the  nerve  cell.  It  is 
evident  that  the  cell  body  repre-ients  the  nutritive  or  trophic  centre  of  the  neurone. 
It  seems  probable  that  from  the  standpoint  of  neurone  activity,  the  cell  body  represents 
the  functional  centre  of  the  neurone,  while  the  processes  act  as  organs  of  reception  or 
of  distribution.  Certain  facts,  such  as  the  entire  absence  of  the  chromatic  substance  in 
many  nerve  cells,  in  the  axones  of  all  nerve  cells,  and  its  diminution  diirlng  functional 
activity  ami  in  fatigue,  together  with  its  behavior  under  certain  pathological  conditions, 
lenrl  weight  to  the  view  that  the  stainable  substance  of  NLssl  represents  a  food  element 
of  the  ce:l.  The  achromatic  element,  on  the  other  hand,  Ls  continuoas  with  the  fibrillse 
of  the  axone,  and  is  coasidered  by  most  investigators  as  representing  the  essential  ner- 
voas  me?hanLsm  of  the  cell.  Fhe  relation  of  the  NLssl  picture  to  the  conditions  existing 
In  the  protoplasm  of  the  living  cell  still  remains  an  unsolved  problem.  The  impor- 
tance of  the  NLssl  method  from  the  standpoint  of  pathology  lies  in  the  fact  that 
when  subjected  to  a  given  technique,  a  given  type  of  nerve  cell  presents  always  the  same 
appearance,  and  that  this  appearance  furnishes  a  norm  of  comparison  with  cells  showing 
pathological  changes,  which  have  been  subjecteil  to  the  same  technique. 

Pigment. — In  addition  to  the  e'ements  already  described,  more  or  less  pigment  in 

*  See  Nissl's  method  of  staining,  p.  930. 
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the  shape  of  fine  brownish -yellow  granules  Is  often  |)rc--cnl  In  nerve  relln.  It  Is  not  found 
l:i  cells  of  Iheiiew-born.  It  Increa-ses  with  age,  and  Innlil  a:!eofien  fills  up  a  large  part 
of  the  cell  body.     Its  algnlficanee  Li  not  known. 

The  protoplasmic  proceaaes  or  dendrilrt  are — al  lea.st  llie  larger  trunks — of  the  sanie 
structure  a-s  the  cell  body  (Plate  XIII.,  1).  That  lh&-e  larger  trunks  have  functloiiH 
eimllar  to  those  of  the  cell  body  seems  probable 
from  the  taei  that  the  B.\one  not  Infrequently 
takes  origin  from  a  large  dendrltis  trunk  Instead 
of  directly  from  the  body  ot  the  cell.  The  chro- 
matic substance  U  present  In  the  dendrtlei,  a.s 
elongated  rods  with  triangular  mas.sc;  at  the 
points  of  bifurcation.  Theachmmatlc  c'cmcnis 
are  apparently  of  the  same  character  a.s  In  the 
body  of  the  cell.  The  protoplasmic  proccsse; 
divide  dichutomously,  l>ecoming  rapidly  nmaller, 
and  end  at  a,  romparativcly  short  distance  from 
the  cell  bmly.'  Stained  by  the  method  of  Golgi. 
tilt-  dendrites  are  seen  lo  be  covered  with  minute 
projections  or  "gcmmules,"  often  ending  In  a 
small  bulb.  These  processes  are  cellullpetal  In 
character,  carrving  Impubies  alwavs  towaid  the 
cell. 

The  a^ix-Tiilinlifr  process  or  axonf — .so  called 
from  Its  often  becoming  the  axU  cylinder  of  a 
nerve  fibre— Is  usually  single.  It  itenerally  arhes 
directly  from  the  body  of  thecell,  but  may  arise. 
as  already  meiith>ned,  from  one  of  the  larger 
ppotoplasinlc  trunks.  It  I3  differentiated  from 
the  dendrites  In  Nlssl  preparations  by  always 
taking  origin  from  an  area  in  the  cell  body  free 
from  chromatlL-  ^ub^tance,  an!  by  being  ttse'.f 
entirely  achromatic'  (Plate  XIII.,  11;  In  Oolgl 
specimens.  It  Is  rc.-o-rnlsed  by  Its  straight  course, 
unlfrirm  diameter,  an  I  smooth  outline  (Fig.  619). 
It  senils  off  few  branches,  and  these  at  right 
angles  (collaterals).  This  axone  may  extend  a 
great  distance  from  the  cell  body;  for  example, 
the  a.'cones  of  certain  motor  cells  of  the  spinal 
cord  extend  lo  the  mu-scies  ot  the  hanils  or  feet . 
Both  the  axone  proper  anil  Its  collaterals  end  in 
terminal  arUirlxalions.  Their  conductivity  Is 
cellullfugal—  that  t»,  they  always  carry  Impulses 
from  the  cell.  In  certain  colls  the  axis-cylinder 
processes  branch  rapklly  and  end  In  the  gray 
matter  In  the  vicinity  ot  Ihelr  cells  of  origin 
(Fig.  620).  \n  axone  may  pass  from  Its  cell  of 
origin  to  its  termination  uncovered  by  any 
sheath.  Such  a.xones  are  found  In  certain  por- 
tions of  the  gray  matter.  An  axone  may  be 
enveloped  only  by  a  thin  membrane,  the  sheath 
ot  Schwann,  m.  eg.,  the  fibre*  of  Remak  found 
mainly  In  the  sympathetic  system.  An  axone 
may  l>e  surroutiilc.l  by  a  myelin  sheath  alone,  as 

in  the  white  matter  of  the  brain  and  cord,  or  by  both  a  myelin  sheath  and  u  sheath  of 
Schwann,  as  in  the  (il>res  of  the  peripheral  nerves,  with  the  exception  of  the  olfactory 
and  optic. 

According  to  the  strict  neurone  conception  of  neri'ous-sy.stem  structtire.  each  neu- 

'  Kxceplinii.  ivriplicnl  arm  ot  spinal  RBti(;liun  tpII. 


Kliowing  mftin  or  apical  dpmlrile 
|)»<sin|c  upwanl  and  nuniprouB  snialkr 
doniiritvs  ruining  ofT  from  (lie  main 
dendrite  anil  from  the  body  ot  Ihr 
cell.  A  Kingle  axone  (axis-cylinder 
pniceHs)  pasHes  downward  from  (lie 
base   of  the  cell,  giving  off  two  ct>I- 


Explanation  of  Plate  XIII.* 

1.  Normal  Ganolion  Cell.     Large  motor  cell  from  anterior  horn  of  human  spinal 

cord,  showing  the  nucleus  in  its  normal  central  position  with  Ms  nucleolus.  In  the 
body  of  the  cell  are  seen  the  chromophilic  bodies  of  various  shapes  and  sizes. 
Three  main  protoplasmic  trunks  or  dendrites  pass  off  from  the  upper  portion  of  the 
cell.  In  these  the  chromophilic  bodies  are  rod-shaped.  The  largest  process 
branches  at  a  short  distance  from  the  cell.  To  the  left  is  seen  the  axone  or  axis- 
cylinder  process  free  from  chromatic  substance,  as  is  also  that  portion  of  the  cell 
from  which  it  talces  origin  (axone  hill). 

2.  Ganglion  Cell  from  the  Anterior  Horn  of  the  Human  Spinal  Cord  of  a 

Case  of  Alcoholic  Neuritis.  Showing  eccentricity  of  the  nucleus  and  a  large 
central  area  of  the  cell  body  free  frr>m  chromatic  substance  (central  chiomatolysis), 
with  an  arrangement  of  the  remaining  chromophilic  bodies  around  the  periphery. 
(The  similarity  between  the  appearance  of  this  cell  and  the  one  shown  in  Fig.  6 
should  be  noted.) 

3.  Ganglion  Cell  from  the  A.vterior  Horn  of  the  Spinal  Cord  of  a  Rabbit 

Inoculated  with  Rabic  Virus  and  Killed  Shortly  After  the  Onset  of 
Symptoms.  Shows  an  early  stage  of  chromatolysis ;  the  chromophilic  bodies  \ye\ng 
pale,  ragged,  and  vacuolate<l. 

4.  (lANGLioN  Cell  from  the  Anterior  Horn  of  the  Spinal  Cord  of  a  Rabbit 

which  Died  on  the  Ni.vth  Day  .\fter  Inoculation  with  Rabic  Virus.  Shows 
extreme  chromatolysis,  only  a  few  fine  granules  of  chromatic  substance  remain- 
ing at  the  periphery.  The  cell  is  swollen,  the  nucleus  has  disappeared,  and  the 
cell  body  and  pro< esses  arc  stained  more  deeply  with  the  erythrosln  than  is  the 
case  in  normal  cells. 

5.  Normal  Ganglion  Cell  fkom  a  Human  Spinal  Ganglion  of  the  Posterior 

Root.  Showing  central  position  of  the  nucleus  and  the  concentric  arrangement  of 
the  chromophilic  bodies. 

6.  Ganglion  Cell  fbom  the  Posterior  Root  Ganglion  of  a  Rabbit  Three  Weeks 

After  Section  of  the  Sciatic  Nervf..  The  cell  shows  extreme  eccentricity  of 
the  nucleus  with  central  chromatolysis  and  a  peripheral  arrangement  of  the  re- 
maining chromophilic  bodies — axonal  degeneration.  (There  also  remains  in  the 
central  portion  of  the  cell  some  chromatic  substance  in  the  shape  of  fine  granules 
forming  an  irregular  reticulum.  The  similarity  between  this  picture  and  the  one 
shown  in  Fig.  2  is  apparent.) 

7.  Portion  of  a  Posterior  Root  Ganglion  from  a  Case  of  Tabes   Dorsalis. 

Showing  degeneration  In  the  ganglion  cells  with  increase  in  the  interstitial  connec- 
tive tissue. 

8.  Two  Pyramidal  Cells  from  the  Normal  Human  Cerebral  Cortex.    While 

the  pyramidal  cells  in  the  human  cortex  vary  considerably  in  the  amount  of  chro- 
matic substance  which  they  contain,  these  are  of  an  average  type. 

9.  Two  Pyramidal  Cells  of  the  Human  Cerebral  Cortex  from  a  Case  of  Ec- 

lampsia.    These  cells  show  mai'ked  chromatolysis. 

*  In  the  staining  of  the  specimens  from  which  these  drawings  were  made,  Held's  modifi- 
cation of  NissI'h  method  was  UHe<i.  Thin  consists  esHentially  in  a  preliminary  staining  of  the 
sections  witii  a  one-per-ceut  aqueous  solution  of  erytiirosin. 


P2i\ho\ogy—Delafield  &  Prudden. 

f 


Plate  xi 


FIO     1. 


FiG     b 


FlQ.  2. 


y 


J' 


FiG    6. 


\ 


Flo      j 


■^ 


v.. 


f   a 


•  •      • 

0 


.       •       '  /        •  ' 


» . 


.•r»r 


FIG     7. 


9  0    I 


N\ 


> 

•v.^ 


FlO     ■» 


•*•  .••- ♦ 


FlQ     K. 


FlQ.    9. 


Lesions  of  (ian^lion  Oils. — (Stained  !)>•  Nissl's  Mithod.) 


Vta'a-n  Av  F.  A'.  Bai/rr 


lOQe   is   [Considered  a  complete   morphological  and,  to 

entity.    It  has  no  anatomical  connection  with  any  other 

nes  takes  place  by  contact  or  contiguity,  and  neve 

I.     The  passage  of  an  Impulse  la  always  from 

emilnat  arborizations  of  axones  or  collater- 

I  the  dendrites  or  cell  bsdy   of  the  other 


de:;ree,  physiological 
Association  between 
by  continuity  of  their  proto- 


The  validity  of  the  neurone  theory  has  bec:i 
recently  calleil  In  question  by  such  prominent 
neurologislH  as  Held,  Apathy,  Bethe,  and  Nlsal.' 
on  the  ground  that  In  many  case;  axonee  pasH 
directly  Into  the  protoplasm  of  another  neurone 
and  that  the  neurofibrils  are  sometimes  continu- 
ous througlioiit  a  aeries  of  neurone.-;,  Nlxsl  In  a 
critical  re\iew  upon  the  present  Hiatus  of  the 
neurone  theory  annoimcei  his  belief  (hat  the 
entire  neurone  concept  has  been  proveH  fallacious 
and  must  he  abandoned. 

Admitting  that  the  discovery  of  nna^tomll^e■' 
between  neurones  and  of  Ihe  continuity  of  the 
neurolibrllK  must  be  accepted  us  Invalidating  some 
of  our  ideas  as  to  the  separatencss  of  the  neurone 
units,  it  can  still  hanlly  be  coiwldercti  m  over- 
throwing the  entire  neurone  theory.  Embryolog- 
Ically,  niorphnlogically.  and  physiologically  the 
neurone  shows  a  marked  decree  of  Individuality, 
and  Ihe  fact   that  neurones  nometlmei.  usually. 


s  the 


giving  up  of  the  neurone  at  cutentially  a  unit  than  did  Ihe  discovery  of  the  fact 
that  the  protoplasm  of  epitlie'lul  cells  was  continuous  through  Intercellular  "  bridges" 
necessitate  the  giving  up  of  the  epithelial  cell  as  the  structural  unit  of  epithelium. 

The  cell  twdles  of  neurone?'  are  grouped  mainly  In  the  gray  matter  of  the  brain  and 
cord,  in  the  ganglia  of  cranial,  spinal,  and  aympathcllc  nerves,  and  In  the  peripheral 
end  organs  of  certain  of  the  nerves  of  special  sense 
Protoplasmic  processes  ramify  mainly  within  the 
gray  matter.'  While  some  terminate  In  the  gray 
matter  in  the  immediate  vicinity  «f  their  cells  of 
origin,  II  Is  the  uxones  that  make  up  the  bulk  of  the 
white  matter  of  the  brain,  conl.  and  peripheral 

Neuroglia, — In  addltkm  to  the  c\Ccnnlons  Inward 
of  the  pla  mater  and  the  cimiiectlve  tissue  of  the 
blood-vessels,  there  Is  found  lu  both  gray  and  white 
matter  a  tissue,  probably  sup|)ortlve  In  functkin, 
and  peculiar  to  the  iicn-ous  system — the  neuroglia. 
Like  the  neurone.  It  originates  In  the  epiblastlc  celb 
lining  the  embryonic  neural  canal.  These  cells,  at 
first  morphokiglcally  Identical,  soon  dllTerenliate 
Into  neuroblutCs.  or  future  neurones,  and  sponglo- 
blaats.  or  future  neuroglia  cclLs.  In  the  adult  two 
B«L>i.  main    types    of   neuroglia   ce'ls    are    found,    spider 

cells  {Fig.  631),  with  spine-llkc,  straight,  un- 
branchlng  processes,  and  mossy  (rij.  622)  cells  with  Ihick.  rough,  branching  arms. 
The  former  are  founil  chiefly  In  the  white  matter,  Ihe  latter  In  the  gray  mailer  in  con- 
nection with  hlood-ves.sels.  .\s  In  Ihe  rase  of  the  nerve  cell,  the  proces.<es  of  these  cells 
do  not  ana.slomose,  hut  Interlace,  fonnlni  a  deyi-ie  feltwork.  Hy  a  special  stain.  Wel- 
'  iif  IliR  opinions  of  lh>-!.<r  wridTs  ninsull  the  laat  edition  of  Van  GehuiA- 
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K«rt  demoa''trateH  ncuroKlin  cc!)  nuclei  and  i^cpanitc  fibtil^.  It  Kcetii.:  prolmble  that 
IhU  mcchixl  fatLs  io  .ihiiw  the  UhI,v  of  the  cell,  while  Kinlnlnn:  n't  nuclei  and  the  fibrils 
which  [lass  Ihmilgli  it. 

It  would  thus  apprnr  that  the  archltpcliirc  of  (he  cenrrni  nervous  s>'Htein,  cna'sld- 
ered  OH  an  or^nn.  Is  analoRous  to  that  of  other  oi^anx.  It  has  in  I  he  neurone  it.t  paren- 
chpna,  ami  this  parenchynin  is  supported  anil  bound  together  by  u  framework  of  con- 
nective tissue.  TheowcntlnldlfTerenccllcslnlhefact  that  In  thcncuruiieis  the  highest 
niorpholojElcu!  dKTercntlalion  which  protoplasm  hiw  attulnctl.  represonllnft  chem- 
icoJI]'  the  most  complex  molecules  known.  In  the  oxone.  ftometlmcs  a  nietro  or  more 
In  length. [>f  a  celt  of  mirroscoplc  dlmenslonii. 
there  isa  distribution  of  cell  protoplasm,  such 
US  occurs  In  no  other  tissue  or  organ.  The 
ncuruKlla  also,  while  without  question  a  tlivuc 
supportive  In  function,  is  emhryoloKlcally  and 
mnrphologic^ly  different  from  other  fonns  of 


DEOENBBATION. 
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Degenerutivc   <-hangos   may   affect 

Kid.  (^.--Xkvhocili*   rKLi^Motwv     ,),p  entire  neurone  or  any  of  its  pnrts. 

Such  changes  may  result  from  direct 

injury  to  some  psirt  of  the  neurone,  to  (Uminiifion  or  modification  of  its 

nutritive  snpply,  to  various  toxic  conditions,  etc. 

I.  Changes  in  the  Neurone  from  Injury  to  One  of  Its  Parts. — (a) 

ChAXUKH   in  THK  AXCIXK    ItKStTLTlNd   FlidM  SkP.^KATION   FHOM   ItS  CeLL 

Body. — That  chaiigcn,  presunial)!y  of  a  degenerative  character,  occur  in 
the  peripheral  end  of  a  nerve  when  its  connection  with  the  central  ner- 
vous system  is  broken  has  lont;  been  known.  This  defeneration  takes 
place  as  well  in  the  central  as  in  the  periphe- 
ral nervous  system,  and  is  mmpletp,  involv- 
ing ever\'  portion  ol  the  axoiic  distal  to  the 
point  of  section.  The  changei^  are  not  pro- 
gressive from  the  point  of  lesi<in,  but  wiciir 
at  nearly  the  same  time  in  all  parts  of  the 
distal  stump.  These  chang..'S  consist  in  a 
breaking  up  of  the  medullarj'  .sheath  into  seg- 
ments (Fig.  f)2:il,  which  in  ttirn  disintegrate, 
forming  variously  shn|>ed  ma.-wes  of  myelin, 
among  which  may  I*  seen  the  axis  cylinder, 
the  whole  being  enclosed  lij-  the  neurilemma. 
The  method  of  Marchi  (see  p.  029),  which 
differentiates  between  fat  and  myelin,  shows 
that  coincident  with  the  breaking  up  of  the 
myelin  there  is  an  appearance  of  fat  droplets.  These  fat  droplets  in- 
crease in  numlx'r  jiari  ixisnu  with  the  decrease  in  myelin,  but  also 
ultimately  disappear.  I)nring  the  progress  of  these  changes  in  the 
medullary  sheath,  the  axis  cylinder  at  first  .segments  and  then  undergoes 
<lis.solution.     The  neurilemma,  on  the  other  hand,  appears  to  take  no  part 
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rcttu>il  nerVF  fibres  from 
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all  black  msssrs  repn»ent 
intcgrateil   m.vclin    and  fat 
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in  the  degenerative  process.  On  the  contrary,  it  and  its  nuclei  remain 
intact  to  take  part  later  in  regenerative  changes,  should  these  occur. 
If  there  is  no  reunion  of  the  severed  ends  of  the  axone,  the  peripheral  por- 
tion completely  disappears,  its  place  being  taken  by  connective  tissue, 

(b)  Changes  in  Dendrites  Resulting  from  Their  Separ.\tion 
FROM  Their  Cell  Bodies. — If  we  consider,  as  does  Van  Gehuchten,^  that 
the  peripheral  arm  of  the  spinal  ganglion  cell  is  a  protoplasmic  process, 
making  a  physiological  rather  than  a  morphological  differentiation,  we 
find  that  the  same  law  holds  good  for  dendrites  as  for  axones  when 
separated  from  their  cell  bodies.  Thus  in  the  divided  peripheral  nerve 
those  fibres  which  are  the  processes  of  the  spinal  ganglion  cells  under- 
go the  same  degenerative  changes  as  do  the  fibres  which  are  processes 
of  cells  of  the  anterior  horn.  Most  dendritic  processes  are,  however, 
so  short  and  terminate  in  the  gray  matter  so  near  the  cells  from  which 
they  originate  that  experimental  separation  of  the  process  from  its 
cell  body  is  impracticable.  In  view  of  the  fate  of  the  axone,  however, 
and  the  relation  of  the  dendrites  to  the  cell  bodv,  there  can  l)e  little 
doubt  that  as  complete  degeneration  follows  the  severance  of  a  proto- 
plasmic process  from  its  cell  of  origin  as  follows  in  the  case  of  the  axone. 

(c)  Chan(;es  in  the  Proximal  Stump  and  in  the  Cell  Body  Re- 
sulting FROM  Lesion  to  the  Axone. — The  fundamental  principle 
of  the  law  of  Waller  was  the  complete  degeneration  of  the  distal  portion 
of  the  divided  nerve,  while  the  proximal  stump  remained  intact.  Our 
present  conceptions,  however,  of  the  interdependence  of  the  different 
parts  of  the  neurone,  and  of  the  axone  as  the  outlet  for  neurone  energy, 
would  lead  us  to  expect  certain  changes  of  an  atrophic  nature  in  the 
proximal  stump  and  in  the  cell  l)ody,  as  a  result  of  separation  from  its 
axone  and  consequent  inability  to  functionate.  That  such  changes  take 
place  recent  improvements  in  cytological  technique  have  enabled  us 
to  determine.  The  method  of  Marchi  shows  that  degenerative  changes 
occur,  not  only  in  the  distal,  but  in  the  proximal  end  of  the  divided 
nerve.  These  changes  take  place  more  slowly  than  in  the  distal  portion, 
but  are  apparently  identical  in  character. 

In  the  body  of  the  cell  the  method  of  Nissl  demonstrates  marked 
changes  after  section  of  the  axone.  These  changes  may  be  observed 
within  twenty-four  hours  after  the  injury.  They  consist  in  a  diminu- 
tion in  the  chromatic  elements  of  the  cell,  chromatolysis.  This  is  most 
marked  in  the  central  portion  (central  chromatolysis),  a  distinct  ring 
of  chromophilic  bodies  around  the  periphery  often  remaining.  The 
nucleus  usually  migrates  toward  the  periphery  and  may  even  bulge 
from  the  cell.  In  the  case  of  the  hypoglossal  nerve  in  the  rabbit,  these 
changes  reach  their  maximum  in  from  two  to  three  weeks.  The  future 
of  some  of  these  cells  is  complete  degeneration.  Others  apparently  un- 
dergo regeneration.  The  intensity  of  the  reaction  of  the  nerve  cell  to 
injury  to  its  axone  depends  upon  the  severity  of  the  injury.  Thus  cut- 
ting the  nerve  is  followed  by  more  prompt  and  marked  changes  in  the 
nerve  cell  than  simple  compression,  while  pulling  out  the  nerve  roots  is 

*  Van  Gchuehten,  "Anatomic  du  Sjrst'me  Nen-eux  do  rHomme,"  p.  213. 
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followed  by  a  still  more  intense  reaction.  Again,  there  is  a  difference  in 
the  resisting-powers  of  different  types  of  cells.  Thus  the  motor  cells  of 
the  anterior  horn  are  peculiarly  resistant  to  injury  to  their  axones,  as 
are  also  the  spinal  ganglion  cells  to  injury  to  their  central  processes. 
Again,  l>etween  cells  of  the  same  type  there  are  marked  variations  in  re- 
sisting-powers. Thus  the  motor  cells  of  the  anterior  horn  are  much  more 
resistant  than  the  cells  of  the  motor  cranial  nuclei.* 

(d)  Changes  in  the  Cell  Body  Resulting  from  Lesions  to  Its 
Dendrites. — In  the  study  of  the  effect  upon  the  cell  body  of  a  lesion 
depriving  it  of  one  or  all  of  its  dendritic  processes,  we  meet  with  the 
same  experimental  obstacles  already  mentioned  in  connection  with 
changes  in  the  dendrites.  It  is,  again,  only  in  the  peripheral  arm  of  the 
spinal  ganglion  cell  that  we  have  a  cellulipetal  process  of  any  considerable 
length.  Section  of  tiiis  process  results  in  changes  in  the  spinal  gan- 
glion cell  quite  similar  in  character  to  the  so-called  '*axonar'  degenera- 
tion (Plate  XIll.,  ()).  If  we  consider  that  a  cell's  dendrites  probably 
furnish  its  most  important  avenue  for  the  reception  of  impulses,  it  follows 
that  a  neurone  may  be  thrown  as  completely  out  of  circuit,  as  if  were, 
by  injury  to  its  dendrites  as  by  injury  to  its  axone.  The  experiments 
of  Warrington^  are  interesting  in  this  connection.  He  attempted  to 
bring  about  the  same  functional  effect  as  would  result  from  section  of  a 
cell's  dendrites,  l)y  inhibiting  afferent  impulses.  Cutting  the  posterior 
roots,  he  noted  changes  in  the  cells  of  the  anterior  horn.  The  inference 
was  that  these  changes  were  induced  by  an  inhibition  of  the  customary 
normal  stimulation  by  means  of  the  afferent  impulses  reaching  the  cells 
through  their  dendritic  processes. 

n.  Changes  in  the  Neurone  from  Interference  With  Its  Nutrition. — 
Changes  apparently  of  a  degenerative  character  have  been  described  in 
neurones  as  a  result  of  interference  with  nutrition.  Thus  Brieger  and 
Ehrlich'  found  that  by  temporarily  applying  a  ligature  to  the  abdominal 
aorta,  they  induced  an  acute  necrosis  of  the  cells  of  the  lumbar  cord. 
Later  experiments  of  a  similar  nature  followed  by  the  Marchi  staining 
showed  that  the  degenerative  process  affected  not  only  the  cell  bodies, 
but  the  entire  neurone.  Similar  degenerative  changes  have  been  induced 
by  experimentally  produced  multiple  emboli,  cells  in  the  vicinity  of  the 
occluded  vessels  being  in  marked  contrast  to  cells  from  regions  whose 
vessels  remained  patent.  Ewing  *  describes  definite  degenerative  changes 
in  nerve  cells  as  a  result  of  anaemia  consecutive  to  pressure  from  cere- 
bral haemorrhage  and  to  thrombosis  of  the  basilar  artery.  Less  marked 
changes  have  been  observed  in  cases  of  general  malnutrition  and  in  se- 
vere anaemias. 

III.  Effects  of  Toxins  upon  Neurones. — (^hanges  of  a  degenerative 

*  For  review  and  bibliography  of  changes  in  the  nerve  cell  and  in  the  proximal  stump 
after  nertion  of  a  i^'riphcra!  ner^'e  consult  Barker,  "The  Nervous  System,"  p.  229  el  seq, 

'  W arrififfttm ,  W.  B.,  "On  the  Structural  Alterations  in  Nerve  Cells,"  Jour,  of  Physiol., 
London,  vol.  xxiii.,  p.  112,  1898. 

*  Brieger   und  Ehrlich,  "Ueber   die    Ausschaltung    des    Lemlenmarkgrau,"  Zeitschr.  f. 
klin.  Mtni.,  Berlin.  Hd.  vii.,  Suppl.,  1883-84. 

*  Ewing,    J,,   "  Studies  on  Ganglion  (Vlls,"  An-h.   of   Neur.   and    Psychopath.,  vol.   i., 
1898. 
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character  occur  in  neurones  as  a  result  of  the  action  of  toxins.  These 
toxins  may  be  introduced  into  the  body  from  without,  for  example,  such 
poisons  as  alcohol,  arsenic,  lead,  strychnin,  etc.;  they  may  be  elaborated 
within  the  body  as  the  result  of  faulty  metabolism,  for  example,  in  urae- 
mia, eclampsia,  etc.,  or  as  a  result  of  the  action  of  bacteria,  as  in  tetanus, 
rabies  (Plate  XIII.,  3,  4,  and  8),  diphtheria,  etc.,  or  of  the  Plasmodium 
malariae.  The  effects  of  these  poisons  upon  the  neurone  vary  with  dif- 
ferent poisons  and  in  different  types  of  neurones.  The  effects  of  the 
same  poison  upon  a  given  type  of  neurone  also  vary  according  to  its 
rapidity  of  action,  whether  rapidly  fatal  or  extending  over  a  considerable 
period  of  time.  Again,  given  the  same  poison  and  the  same  time  of 
action,  not  all  neurones  even  of  the  same  type  show  an  equal  suscepti- 
bility. There  seem  to  be  marked  individual  differences  among  neu- 
rones of  the  same  type  as  regards  their  resisting  powers. 

These  changes  in  the  neurone  from  the  action  of  toxins  may  affect  one 
or  all  of  its  structural  elements,  and  vary  from  the  slightest  appreciable 
loss  of  staining  qualities  of  the  chromophilic  bodies  to  complete  destruc- 
tion of  the  neurone.  In  the  chromophilic  bodies  the  essential  change 
seems  to  be  a  decrease  in  the  amount  of  chromatic  substance,  chromatoly- 
sis.  This  may  be  evidenced  merely  by  a  decreased  staining  intensity, 
the  chromatic  masses  appearing  abnormally  pale;  the  bodies  may  have  a 
ragged  or  frayed-out  appearance  at  their  edges;  they  may  be  shrunken, 
or,  retaining  their  normal  shape  and  size,  become  vacuolated  (Plate 
XIII.,  3);  they  may  completely  disintegrate,  giving  to  the  cell  a  diffuse 
granular  appearance;  they  may  disappear,  leaving  the  cell  entirely  devoid 
of  chromatic  substance.  The  chromatic  masses  in  the  dendrites  seem  in 
many  cases  to  be  more  resistant  or  less  exposed  than  are  those  in  the  body 
of  the  cell,  often  remaining  unchanged  at  a  time  when  the  latter  show  an 
advanced  degree  of  chromatolysis.  During  these  changes  in  the  chro- 
matic element  the  cyto-reticulum  may  remain  apparently  normal  or  it 
may  more  or  less  completely  disintegrate.  This  disintegration  usually 
marks  the  more  advanced  degenerative  changes  (Plate  XIII.,  4). 

In  the  truly  achromatic  element  of  the  cell  or  cytoplasm,  our  present 
methods  of  staining  fail  to  demonstrate  lesions.  Diffuse  staining  of  this 
basement  substance  is  a  common  phenomenon  of  chromatolysis,  but 
seems  more  properly  referable  to  a  diffusion  of  the  fine  granules  resulting 
from  disintegration  of  the  chromatic  masses  than  to  any  changes  in  the 
cytoplasm  itself.  Disappearance  of  the  formed  elements  of  the  cell  often 
leaves  clear  holes  or  vacuoles  in  the  cell  body  or  gives  the  appearance  of 
cracks  or  fissures.  The  nucleus  may  remain  normal;  it  may  swell  and 
its  contour  l)ecome  abnormally  distinct:  it  often  takes  a  diffuse  stain; 
later  it  shrinks,  becomes  crenated,  its  reticulum  and  limiting  membrane 
break  up  and  its  outline  is  lost.  During  these  nuclear  changes  the  nu- 
cleolus may  also  disintegrate.  It  is  often  extremely  resistant,  remaining 
apparently  unchanged  after  most  of  the  other  parts  of  the  cell  have  be- 
come unrecognizable.  Concurrent  with  these  changes  in  internal  struct- 
ure are  changes  in  the  shape  and  size  of  the  cell.  Its  contour  becomes 
irregular,  and  its  edges  present  an  eroded  appearance;  the  cell  body 
57 
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shrinks  away  from  its  cell  space,  breaks  up,  and  ultimately  disappears. 
The  dendrites  undergo  alterations  similar  to  those  in  the  body  of  the 
cell.  They  shrink,  become  separated  from  the  cell  body,  and  finally 
disintegrate. 

That  part  of  the  neurone  which  shows  most  marked  evidences  of  its 
effect  is  not  necessarily  the  part  upon  which  the  poison  is  most  directly 
acting.  Thus  a  toxin  affecting  directly  the  cell  body  may  cause  the 
earliest  and  most  pronounced  changes  far  out  in  its  dendritic  or  axonal 
processes,  i.e.,  in  those  parts  of  the  neurone  farthest  removed  from  the 
trophic  centre. 

To  the  action  of  a  specific  poison  certain  neurones  seem  less  resistant 
than  others.  Thu.*^,  to  the  action  of  lead  those  neurones  governing  the 
extensor  muscles  of  the  wrist  seem  especially  susceptible.  The  cells  of 
the  motor  nucleus  of  the  trigeminus  seem  to  be  less  resistant  than  other 
motor  ceils  to  the  poison  of  tetanus.  Again,  the  frequency  with  which 
tabes  dorsalis  is  associated  with  a  syphilitic  history  seems  to  indicate  a 
special  susceptibility  to  the  syphilitic  poison  on  the  part  of  the  peripheral 
sensorv  neurone. 

Comparing  the  changes  in  the  nerve  cell  in  toxirmias  (Plate  XIII.,  3  and  4)  with 
tho>*c  induced  by  lesions  to  its  axone — axonal  degeneration  (Plate  XIII.,  6) — we  note 
that  while  in  the  latter  the  chromatolysi.s  is  central  in  character,  beginning  in  the  region 
of  the  axone  hill  and  niulciLs,  in  the  former  the  changes  Ix^gin  at  the  periphery,  the 
portion  of  the  cell  in  most  dirert  re' at  ion  to  the  surrounding  lymph.  In  axonal  de- 
generation the  nucleus  is  usually  eccentric.  In  toxaemia  it  usually  remains  central,  at 
least  until  the  process  of  defeneration  is  far  ailvanced.  While  this  distinction  holds 
good  in  general  and  while  the  phenomena  of  central  chromatolysls  and  eccentricity  of 
the  nucleus  regularly  follow  injury  to  the  axone.  we  are  not  yet  warranted  in  stating 
that  such  changes  never  occur  except  after  some  injury,  or  that  the  presence  of  such 
changes  in  the  cell  can  be  explainetl  only  on  the  basis  of  Injury  to  its  axis-cylinder 
process. 

JV.  Effects  of  Fatigue  upon  Neurones. — Studies  upon  the  effect  of  fa- 
tigue upon  the  neurone  have  been  made  in  animals  after  prolonged  mus- 
cular activitv  and  after  electrical  stimulation.  While  the  results  are  not 
in  complete  accord,  there  seems  to  be  little  doubt  that  definite  morpho- 
logical changes  occur  in  the  neurone  as  a  result  of  fatigue.  These  changes 
consist  in  a  decrease  in  the  size  of  the  cell  bodv,  a  decrease  in  the  size  of 
the  nucleus,  often  with  distortion,  and  a  marked  decrease  in  the  amount 
of  chromatic  substance  with  more  or  less  diffuse  staining  of  both  cell 
bodv  and  nucleus. 

It  seems  not  at  all  improliable  that  the  clinical  pictures  presented  by  certain  psy- 
choses and  neuroses  are  the  expression  of  the  effects  upon  the  neurones  of  prolonged 
fatigue.  Certain  local  expressions  of  neurone  exhaastion,  as,  for  example,  wTiter's 
cramp,  may  possibly  also  Ihj  placed  in  the  same  category. 

As  to  the  significance  of  those  changes  in  the  nerve  cell,  v.hich  are  marked  by  dim- 
inution in  the  chronuitic  substance  alone,  and  to  which  the  term  "chromatolysls"  has 
been  given,  there  is  a  considerable  tlifference  of  opinion.  Marinesco  *  considers  them  of 
the  nature  of  tlegeneration.  Van  Clehuchten'  is  Inclined  to  look  upon  the  phenomenon 
as  conservative  in  character,  a  means  by  which  the  neurone  assumes  a  condition  most 
:ulvant:igiH»\is  for  self-<'.efence.     It  has  been  shown  that  even  an  extreme  degree  of 

'  MarintHco,  (i.     S<'«'  Van  (iohuriitcn's  ".Viiatoinic  tiu  Syatt*me  Xerveux,"  p.  339. 
"  Van  (ithiichtin.  Inc.  rit.,  jt.  .3'$9. 
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chromatolysis  is  not  incompatible  with  function.  Marinesco  insists  that  so  long  as  the 
changes  are  confined  to  the  chromatic  substance  recovery  is  possible,  no  matter  how 
extensive  the  alterations,  while  changes  in  the  achromatic  elements  are  always  per- 
manent in  character.  It  seems  quite  probable  that  a  comparatively  easy  method  of 
investigation  has  led  to  an  overestimation  of  the  significance  of  changes  in  the  chro- 
matic substance  of  the  neurone,  and  to  a  neglect  of  probably  more  important  but  less 
easily  studied  changes  in  the  achromatic  element. 

RKCiENERATIOX. 

Regeneration  of  nerve  tissue  in  the  sense  of  an  actual  reproduction 
of  neurones  probably  never  occurs  in  the  adult  human  nervous  system.' 
As  has  been  noted,  extreme  chromatolysis  may  be  succeeded  by  complete 
recovery.  In  the  case  of  axonal  chromatolysis,  the  degenerative  process 
usually  reaches  its  maximum  in  about  three  weeks.  Regeneration  of 
chromophilic  bodies  then  begins.  This  reconstructive  process  is  slow^ 
the  cells  often  requiring  months  to  return  to  a  normal  condition.  At 
some  stage  of  the  process  there  is  usually  an  overproduction  of  chro- 
matic substance,  and  the  cells  appear  darker  than  normal. 

Primary  union  between  the  ends  of  divided  nerve  fibres  does  not 
occur.  Complete  degeneration  of  the  distal  portion  always  precedes  the 
regenerative  process.  In  this  reconstruction  the  nuclei  of  the  neurilemma 
seem  to  play  an  important  part.  They  increase  in  number,  and  there  is 
also  an  increase  in  the  protoplasm  which  surrounds  them.  With  union 
of  the  divided  ends,  the  axones  of  the  central  stump  may  grow  out  again, 
if  the  ganglion  cells  be  intact,  and  ultimately  resume  function.  The 
myelin  first  reappears  as  droplets  which  coalesce  and  finally  form  a 
complete  sheath.  This  reconstructive  process  in  the  nerve  fibre  is  ex- 
tremely slow,  often  requiring  many  months  for  its  completion. 

Replac  EMENT  NEUROGLIA  HYPERPLASIA. — Under  various  condi- 
tions in  which  there  is  destruction  of  the  parenchyma,  as,  e.y.,  in  ascend- 
ing and  in  descending  degeneration  of  the  spinal  cord,  there  occurs  a 
compensatory  increase  in  the  interstitial  elements.  This  new  tissue  is  at 
first  cellular,  most  of  the  cells  being  of  the  spider  variety.  Later  there 
is  an  increase  in  the  neuroglia  fibres,  and  the  tissue  often  becomes  dense 
and  hard.  What  part  the  mossy  cells  or  other  less  common  types  of 
neuroglia  cells  take  in  the  proliferative  process  is  as  yet  unknown. 
With  the  increase  in  fibres  there  are  often  shrinkage  and  the  formation  of 
dense  fibrous  tissue.  This  replacement  hyperplasia  in  neuroglia  seems 
quite  similar  in  nature  to  replacement  connective-tissue  hyperplasia  in 
other  organs,  and  is  often  wrongly  considered  inflammatory. 

1)e(;exerations  Affecting  Systems  of  Neuro.ves. 

General  Considerations  Concerning  Neurone  Systems. 

Before  coasldering  the  subject  of  systemic  degeneration  we  may  refer  briefly  to 
the  situation  In  the  nervous  system  of  certain  of  the  more  important  groupe  of  neurones 
and  the  paths  which  their  axones  take. 

'  For  review  and  lit«*rature  on  "R*?generati<)n"  »*ct»  Barker,  "Tiie  Nervous  System," 
p.  245  et  seq. 
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That  the  cell  bodies  of  neurones  are  jnDupeti  in  tlie  gray  matter  of  the  brain,  cord, 
and  ganelia,  and  in  the  end  organs  of  certain  nerv^es  of  special  sense,  has  already  been 
mentioned.  This  grouping  of  neurones  serves  definite  physiological  ends.  Their  cell 
bodies  form  centres  or  nuclei,  while  their  axones  are  collected  into  bundles  or  fibre 
tracts.  Til  us,  in  the  region  of  the  fissure  of  Rolando  are  grouped  the  centres  of  those 
neurones  which  have  to  do  with  voluntary  motion,  and  what  is  knoiK*n  as  cerebral  local- 
ization means  the  gn)uping  of  cell  bodies  of  neurones  for  specific  function.  After  the 
known  localizations  are  eliminated,  there  MV\  remains  unaccoimted  for  the  greater  part 
of  the  cerebral  cortex,  and  our  present  lie'ief  is  that  these  neurones  are  neurones  of 
association  by  which  the  various  centres  are  brought  into  physiological  relationship. 
Some  understanding  of  this  neurone  grouping,  and  especially  of  the  arrangement  of 
their  ncuraxones  as  fibre  tracts  of  the  cord,  Is  essential  to  an  appreciation  of  those 
degenerations  which  affect  definite  systems  of  neurones. 

Periphkral  Motor  Neurones. — These  neurones  have  their  cell  liodies  in  the  gray 
matter  of  the  anterior  horn  and  in  the  motor  nuclei  of  the  cranial  ner>'es.  Their  neur- 
axones  piias  out  as  the  motor  fibres  of  the  cranial  and  of  the  spinal  ner\'es.  The  entire 
neurone  lies  upon  the  same  side  of  the  Ixxly;  that  is,  the  peripheral  motor  neurone  Ls 
"direct." 

The  1>PER  OR  CoRTicx>-8 PINAL  MoTOR  Xel  RONES  have  their  cell  bodies  situateii 
mainly  in  the  cerebral  cortex  near  the  fissure  of  Rolando.  Their  neuraxones  converg- 
ing, pass  through  the  internal  capsule,  pons,  and  meiulla.  sending  off  fibres  to  the 
motor  nuclei  of  the  cranial  nerves.  In  the  me  luUa  the  tract  comes  to  the  surface  as  the 
arUerior  pyramids.  At  the  junction  of  medulla  and  cord  occurs  the  pyramidal  decussa- 
tion In  which  nwst  of  the  fibres  of  the  tract  cross  to  the  opposite  lateral  rezion  of  the 
cord,  to  be  known  as  the  crossed  pyramideU  trcict,  while  a  minority  remain  on  the  same 
Bide,  to  pass  down  the  cord  as  the  direct  pyramided  tract.  As  the  tracts  descend,  fibres 
continuously  leiive  them  to  terminate,  th  >se  of  the  crossed  tract  in  the  gray  matter  of 
the  same  side,  those  of  the  dire.t  tract,  af:er  pacing  through  the  anterior  commLssure. 
In  the  gray  matter  of  the  opposite  side.  The  cortico-spinal  motor  tract  Ls  a  cros.se:i 
tract.*  These  tracts  present  variations  in  size  and  length.  They  are  often  asymmetrical. 
The  croaseil  tract  extends  to  the  lower  sacral  cortl.  The  direct  tract  usually  ends  about 
the  mid-dorsal  region,  though  it  has  been  followed  as  low  as  the  second  lumbar  se^ient. 

The  Sensory  (Afferent)  Tract,  like  the  motor,  coasists  of  two  se;nnents,  an 
upper  and  a  lower. 

The  lotcer  or  peripheral  sensory  neurone  tract  has  iis  cell  bodies  in  the  ganglia  of  the 
spinal  and  of  the  cranial  ner>'et.  Their  peripheral  anns,  which  Van  Gehuchten  con- 
siders protoplasmic  processes  are  axis  cylinders  of  cranial  or  of  spinal  nerve-i.  Their 
central  procewe-j  or  axones  pass  into  the  cord  as  the  fibres  of  the  posterior  njots  and 
enter  the  posterior  columns.  Here  they  divide  into  ascending  and  de-^cending  arms. 
The  descending  arm  it  .short,  and  with  its  colIate:*a1  branches  soon  terminates  in  the 
gray  matter  of  the  same  side  of  the  cord.  The  a?(  ending  arm  may  also  be  short,  and 
with  its  collaterals  terminates  as  does  the  de-iccndin;;.  It  may  pass  a  considerable  dis- 
tance up  the  cord  and  then  end  in  the  gray  matter.  It  may.  as  one  of  the  long  fibres 
of  the  posterior  columns,  continue  upward  to  the  meilulla,  where  it  terminates  in  one  of 
the  posterior  column  nuclei.  These  long  fibres  pass  inward  as  they  pass  upward,  so 
that  the  lower  the  origin  of  the  fibre  the  more  mesial  Ls  its  ptxsition  in  tlie  upper  part  of 
the  cord.  The  entire  neurone  lie ;  upon  the  same  side  of  the  cord.  The  lower  sensory, 
like  the  lower  motor  neurone,  is  direct. 

Upper  Sensortj  Neurones. — The  arrangement  of  these  neurones  Ls  extremely  complex, 
and  only  thoi^e  whose  axones  enter  into  the  formation  of  distinct  tracts  of  the  cord  will 
be  here  mentioned.  Of  the  alx)ve-described  central  arms  of  the  peripheral  sensory  neu- 
rones, some  of  the  shorter  enter  the  gray  matter  of  the  cord  and  with  their  collaterals 
terminate  around  motor  cells  (relexes).  Others  terminate  around  cells  whose  axones 
cn>ss  to  the  opposite  side  of  the  cord  and  pas  upward  as  the  antero-l-Jiteral  ascending 
tract,  or  tract  of  (lowers.  Other  fibres  terminate  an)und  cells  of  the  column  of  Clarke, 
the  axones  of  which  pass  upward  as  the  dire:*t  cerel)ellar  tract. 

In  addition  to  the  e  main  fibre  tracts,  there  are  in  all  regions  of  the  cord  filjres 

'  (Vrtain  rr-cont  obsorvaiionM  ton<l  to  show  tlmt  thcrt*  may  bo  a  small  numlD«?r  of  "direct" 
fibrrs  in  tiu»  mwalletl  crossed  pyramidal  tract. 


THE    NERVOUS    BVSTEU  901 

which  are  conunlasural  In  characler.  These  fibres  are  the  axonw  of  cells  situated  In  the 
icray  mailer  of  the  cord,  and  afler  pasalng  a,  short  distance  up  or  down  and  aendlng  col- 
laterals Into  the  gray  matter,  themselves  re-enter  the  gray  matter  and  terminate  there. 
These  short  fibren  make  np  the  so-calleil  Kroimd  bundles  or  fundamental  columns  of  the 
cord.  They  attain  their  Kreatest  development  In  those  regions  of  the  cord  where  the 
reflex  centres  are  most  extensive,  t.c,  In  the  lumbar  and  cervical  enlargements. 

Secondftr;  Degenerations. 

Secondary  degenerations  are  dependent  upon  the  fart  already  noted, 
that,  the  ceil  body  being  the  trophic  centre  of  the  neurone,  the  axone 
when  separated  from  its  cell  body  dies. 

Descending  Dkoeneratiox. — Any  cortical  lesion,  such  ax  eml)olic 
softining  and  apoplectic  clots,  which  destroys  the  nerve  cells,  or  any 
lesion  of  the  brain  or  cord  which  interrupts  the  axone  tracts  of  the 


cortico- spinal  system  of  neurones,  determines  a  cumplete  degeneration  of 
the  affected  axones  (Fig,  624).  The  course  of  tliew  axnnes  has  been 
descrilwd.  Thu.:  a  lesion  of  the  brain  affecting  motor  neiinmea  is  fol- 
lowed by  ji  degeneration  in  the  motor  tract  of  the  same  side  down  to  the 
pyramidal  decussation,  and  Mow  that  point,  in  the  direct  motor  tract 
(m  the  ftanie  side  and  in  the  crossed  tract  on  the  opposite  side,  the  num- 
l>er  of  degenerated  fibres  being  proportionate  to  the  number  of  cells  de- 
stioycd  or  axones  interrupted.  In  a  number  of  cases  of  descending  de- 
generation due  to  cerebral  lesions,  degenerated  fibres  were  found  in  the 
crosseii  pyramidal  tract  on  the  same  siiie  as  the  lesion.  This  degenera- 
tion \v;is  not  present  in  jdl  fases,  and  in  no  case  was  it  as  marked  as  the 
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degeneration  in  the  opposite  luternl  trart.  Tlie  cxphuiation  is  that 
in  some  torda  a  small  numl»er  of  fibres  instead  of  decussating  pass  down 
into  the  cord  in  the  luteral  tract  of  the  same  side. 

In  descending  degeneration  due  to  a  lesion  below  the  pyramidal  de- 
cussation a  somewhat  different  picture  is  presented.  In  a  complete  trans- 
verse lesion  there  is  degeneration  of  l>oth  crossed  and  of  both  direct  py- 
ramidal tru<'tM.  If  the  lesion  is  unilateral  the  degenerations  are  upon  the 
same  side  as  the  lesion.  The  areas  of  degeneration  are  also  larger  and 
less  sharply  defined  th;iii  in  cerebral  lesions.  Then  in  addition  to  the 
degeneration  of  the  pyramidal  tracts  there  is  a  degeneration  of  a  con- 
siderable number  of  fibres  in  a  crescent -shaped  area  lying  near  the  periph- 
ery of  the  anterolateral  region  and  extending  from  the  crossed  to  the 
direct  tract.     Degeneration  of  these  fibres  has  lieen  described  by  Marchi ' 


Fin.  C25. — Skcohdarv  Ascendino  Deg en e ration. 
Followinit  maiplcle  rrunhiDfc  or  the  cord  kbout  two  spgniiMitH  below  the  level  at  whipU 
tho  ■ection  wm  taken,  IXireneralion  «  alniont  complete  in  the  coEumns  of  Goll,  ot  Gowem, 
sad  m  the  direrl  rerebellar  trmets.  A  f>>w  tiomiBl  fibrcw  are  Kern  in  the  mlumna  »(  Itunlaeh. 
These  arc  tho  anceniliiig  exoue«  af  fipinal  ganfction  eell*  between  the  point  of  injury  and  the 
level  of  tlw  HTtion,  anil  are  seen  to  ureupy  tliat  part  of  the  iwHturior  eiiluiniis  adjacent  to 
(tie  poaterior  lionu-. 

after  removal  of  the  cerebellum.  He  considers  them  descending  cere- 
bellar fibres.  The  so-calleil  comma-shaped  degeneration  in  the  posterior 
columns  is  sometimes  present.  Schultze*  regards  these  fibres,  which 
are  situated  aixiut  the  middle  of  the  posterior  columns,  as  descending 
axones  of  spinal  ganglion  cells.     Tooth'  thinks  that  they  are  more  prob- 

■  Marchi.  "Ilriaiiii'  e  d.forcMu  ilci  ppdnneoli  eereU-llari."    Rev.  S|ier.  do   Fren.  e  Med.  e 
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abiy  descending  branches  of  commissural  neurones.  In  the  fundamental 
columns  the  degeneration  extends  but  a  short  distance  below  the  seat  of 
injury,  and  of  course  affects  only  those  axones  which  descend. 

Ascending  Degeneration. — Any  lesion  which  destroys  the  spinal 
ganglion  cells  or  which  interrupts  their  axones  determines  a  secondary 
ascending  degeneration  in  the  posterior  columns  (Fig.  625).  Any  lesion 
of  the  cord  which  interrupts  the  tract  of  Gowers  or  the  direct  cerel>ellar 
tract  is  followed  by  degeneration  of  the  fibres  of  these  tracts  above  the 
lesion  (Fig.  625).  Immediately  above  the  lesion  there  is  complete  de- 
generation of  the  tracts.  As  we  pass  upward  new  undegenerated  fibres 
from  the  spinal  ganglia  above  the  lesion  enter  the  column  of  Burdach, 
so  that  there  appears  in  the  posterior  columns  a  constantly  increasing 
number  of  normal  fibres.  Also  in  the  column  of  Gowers  undegenerated 
fibres  appear  as  one  passes  upward  from  the  lesion.  Some  of  these  fibres 
probably  have  their  origin  in  the  gray  matter  of  the  cord,  and  the  num- 
ber of  normal  fibres  is  in  proportion  to  the  number  of  these  cells  be- 
tween the  lesion  and  the  point  at  which  the  section  is  taken.  Descending 
fibres  in  these  columns  have  already  been  mentioned.  They,  of  course, 
do  not  degenerate.  If  the  lesion  be  above  Clarke's  columns  the  degen- 
eration in  the  cerebellar  tracts  remains  complete;  if  not,  the  number  of 
normal  fibres  is  in  proportion  to  the  number  of  Clarke's  column  ceils 
between  the  lesion  and  the  point  of  section.  The  ascending  fibres  of  the 
fundamental  columns  also  degenerate,  but  are  so  short  that  they  cannot 
usually  be  traced  beyond  the  area  of  direct  action  of  the  traumatism. 

Primary  Degenerations. 

Degeneration  of  the  Peripheral  Motor  Neurones. 

Progressive  spinal  muscular  atrophy  is  the  clinical  designation  of  a 
disease,  the  underlying  lesion  of  which  is  a  progressive  atrophy  or  de- 
generation of  the  lower  motor  neurones.  There  is  a  degeneration  of 
the  large  motor  cells  of  the  anterior  horns  and  of  their  processes.  This 
degeneration  goes  on  to  complete  destruction  of  some  neurones.  With 
the  loss  of  nerve  tissue  proper  there  is  a  compensatory  growth  of  neu- 
roglia. In  a  well-advanced  case,  section  of  the  cord  shows  a  marked 
diminution  in  the  number  of  anterior  horn  cells  and  an  atrophic  condition 
of  the  horn  itself  and  of  the  anterior  roots.  The  lesion  usually  begins  in 
the  cervical  region.  More  rarely  it  starts  in  the  lumbar  cord.  The  de- 
generation may  extend  to  the  motor  cranial  nerve  nuclei,  giving  the 
picture  of  a  progressive  bulbar  paralysis.  The  medullary  nuclei  most 
commonly  involved  are  the  hypoglossal  and  the  spinal  accessory.  Less 
often  the  degeneration  affects  the  cells  of  origin  of  the  fifth  and  seventh. 
Degeneration  of  the  peripheral  nerves  has  been  described.  The  muscu- 
lar lesions  correspond  to  the  lesions  in  the  cord,  the  muscles  of  the  hand 
and  arm  l>eing  usually  first  affected.  For  the  degenerative  changes  in 
the  muscles  see  page  819.  This  lesion  is  sometimes  described  as  a 
chronic  anteropoliomyelitis.     Roth  its  clinical  history  and  its  pathology, 
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however,  indicat«  the  degeneration  09  the  initial  leeton  and  the  neuroglia 
increase  as  secondary — a  replacement  hyperplasia. 

DEflENERATIO?)    OF   THE    CoRTICO-SPISAL    MoTOR    NeURONES. 

Spastic  Paraplegia — Spaslic  Spitud  Paralysis. — This  may  be  described 
as  a  primary  lesion  of  the  upper  or  cortico-spinal  motor  neurones.  It  is 
probable  (hat  the  lesion  affects  the  entire  neurone.  As  a  distinct  patho- 
logical entity  the  condition  is  extremely  rare.  Whether  it  originates  in 
a  degeneration  of  the  cell  bodies  of  these  neurones  in  the  cortex  is  not 
known.  The  clinical  picture  of  spastic  paraplegia,  due  to  compression, 
to  a  transverse  myelitis,  or  to  a  multiple  sclerosis,  is  not  uncommon. 
Marie'  considers  spastic  paraplegia  as  a  disease  appearing  in  childhood, 
and  due  to  a  faulty  development  of  the  cortico-spinal  motor  neurones, 
rather  than  to  their  degeneration. 

Deqeneratiun   of   Both    Peripheral  and  Cortico-spinal    Motor 
Neurones. 

Amyotrophic  iMleral  Sclerosis. — This  is  n  primary  progressive  degener- 
ation involving  both  cortico-spinal  and  spi no- peripheral  motor  neurones. 
The  appearance  of  the  transverse  section  of  the  cord  is  a  coml)iiiation  of 
that  in  spastic  paraplegia  and  that  in  progressive  mus<'ular  atrophy. 
There  is  a  degeneration  of  the  oelUof  Ihe  anterior  horn  with  atrophy  of 
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the  horn  Itself,  ami  n  degeneration  of  the  fibres  of  the  direct  and  of  the 

croHMe<l  pyramidal  tracts  (Fig.  626).     The  lesion  in  the  horns  is  usually 

'.UonV,  "LiTlurenoit  DiwBxesof  fhi!t*iiinalCor(l,"  London,  N.  8.  Soc.,  1895. 
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most  pronounced  in  the  cervical  region.  The  extent  of  involvement  of 
the  motor  tracts  of  the  cord  is  extremely  variable.  The  degeneration, 
which  is  the  initial  lesion,  is  accompanied  by  a  replacement  connective- 
tissue  hyperplasia,  and  the  picture  presented  on  section  of  the  cord  is 
that  of  a  sclerosis  of  the  motor  tracts  and  of  the  anterior  horns.  Quite 
frequently  the  sclerosis  is  not  wholly  confined  to  the  motor  tracts,  but 
extends  into  the  neighboring  anterior  and  lateral  tracts,  especially  in 
the  cervical  region.  The  degeneration  in  these  tracts  has  been  traced 
through  the  medulla,  pons,  and  crus  to  the  cortex,  where  changes  have 
been  observed  in  the  large  pyramidal  cells.  In  the  gray  matter  of  the 
medulla  are  also  found  changes  analogous  to  those  in  the  anterior  horns, 
consisting  in  degeneration  of  the  cells  of  the  motor  cranial-nerve  nuclei 
(hypoglossal,  spinal  accessory,  pneumogast  ric,  glosso-pharyngeal,  and 
facial).  The  atrophy  of  the  muscles  innervated  by  these  nerves  gives 
the  clinical  picture  of  glosso-labio-laryngeal  paralysis  or  progressive 
bulbar  paralysis.  The  medullary  lesion  may  occur  without  any  corre- 
sponding lesion  of  the  cord,  thus  giving  rise  to  a  bulbar  paralysis  with- 
out any  spinal  symptoms.  The  seat  of  the  initial  lesion,  whether  in  the 
cell  bodies  in  the  cortex  or  in  their  axones,  is  as  yet  undetermined. 
The  fact  that  disturbances  of  nutrition  acting  primarily  upon  the  cell 
body  are  frequently  most  evidenced  by  changes  in  parts  of  the  neurone 
farthest  from  the  trophic  centre  has  already  been  mentioned.  The  mus- 
cle changes  are  those  of  a  progressive  muscular  atrophy. 

Degeneration  of  the  Peripheral  Sensory  Neurones.     {Tabes  Dor^ 
salts — Posterior  Spinal  Sclerosis — Locomotor  Ataxia.) 

The  essential  lesion  of  tabes  is  a  primary  progressive  degeneration  of 
the  peripheral  sensory  neurone  system.  As  its  older  title  indicates,  the 
clinical  picture  of  locomotor  ataxia  had  been  attributed  to  a  primary 
sclerosis  of  the  posterior  columns.  This  was  not  because  in  these  col- 
umns was  the  only  lesion,  but  because,  owing  to  the  close  packing  to- 
gether here  of  the  sensory  axones,  this  lesion  was  the  most  conspicuous* 
The  distribution  of  the  lesion  is  coextensive  wdth  the  peripheral  sensory 
neurone  system  (p.  900).  Any  part  of  the  system  may  be  affected  or 
the  lesion  may  involve  practically  the  whole  system.  Again,  the  entire 
neurone  may  be  affected,  or  only  part  of  the  neurone,  or  one  part  more 
than  other  parts.  In  general  it  may  be  said  that  it  is  the  central  process 
of  the  neurone,  which  enters  the  cord  in  the  posterior  nerve  roots,  that 
shows  the  earliest  and  most  extensive  changes. 

It  is  convenient  to  classify  the  lesions  of  tabes  according  to  the  anat- 
omy of  the  peripheral  sensory  neurone  system,  as  follows: 

1.  The  Peripheral  Processes. — (a)  The  sensor\'  nerve  endings.  Changes 
of  a  degenerative  character  have  been  described  in  the  sensory  nerve 
endings  of  the  skin,  joints,  and  muscle.  Especially  well  marked  are 
lesions  of  the  (sen.sory)  muscle  spindles  which  are  almost  constantly 
present. 

(b)  The  peripheral  nerves.     Degenerations  oi  the  peripheral  nerves 
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are  common.  Like  similar  conditions  due  to  toxic  agents,  they  are  usu- 
ally referred  to  as  a  neuritis.  The  changes  in  both  axones  and  medullary 
sheaths  are,  however,  degenerative  in  character  and  similar  to  those  of 
a  Wallerian  degeneration.  The  lesion  is  confined  wholly  to  the  sensory 
fibres,  the  motor  fibres  remaining  intact.  It  is  usually  most  pronounced 
in  the  smaller  peripheral  branches  of  the  nerves.  Degeneration  of  the 
optic  nerve — ^so-called  optic  neuritis — occurs  in  from  ten  to  twenty  per 
cent  of  cases.  Degeneration  of  the  auditory  nerve  and  of  the  sensory 
fibres  of  the  pneumogastric,  glosso-pharyngeal,  and  trigeminus  is  of 
less  frequent  occurrence. 

2.  The  Cell  Bodies. — Marked  degenerative  changes  in  the  cells  of  the 
spinal  and  analogous  cranial  ganglia  have  been  descril)ed.  In  a  number 
of  cases  they  have  been  found  early  in  the  disease.  There  is  a  reduction 
both  in  number  and  in  size  of  the  ganglion  cells,  with- a  replacement 
connective-tissue  hyperplasia.  Chromatolysis  with  nuclear  eccentricity 
as  demonstrated  bv  the  method  of  Nissl  has  also  been  observed.  Similar 
changes  have  been  noted  in  the  nerve  cells  of  the  retina.^ 

3.  The  Central  Processes, — (a)  The  sensory  nerve  roots,  consisting  as 
they  do  of  the  central  processes  of  the  spinal  ganglion  cells,  show  more 
or  less  complete  degeneration.  It  is,  in  fact,  in  this  part  of  the  neurone 
that  the  earliest  and  most  conspicuous  changes  are  usually  found.  The 
extent  and  location  of  the  degeneration  vary.  In  the  more  common 
type  of  the  disease — lumbar  tal)es — the  earliest  lesions  appear  in  the 
posterior  roots  of  the  lumbar  nerves.  Only  a  few  of  the  roots  are  at  first 
affected,  and  only  some  of  the  fibres  in  these  roots.  With  the  progress 
of  the  disease  more  fibres  are  involved  and  the  degeneration  extends 
downward  to  the  sacral  roots  and  upward  to  those  of  the  dorsal  and  cer- 
vical nerves.  In  specimens  stained  by  Weigert's  method  the  con- 
trast between  the  darkly  stained  anterior  root  fibres  and  the  almost 
unstained  posterior  root  fibres  is  often  marked. 

(6)  The  spinal  cord.  On  removing  the  cord  in  a  case  of  advanced 
tabes,  certain  changes  are  usually  apparent  to  the  naked  eye.  The  pia 
mater  l)etween  the  two  posterior  horns  is  apt  to  be  thickened,  of  a  dull 
appearance,  and  adherent  to  the  cord.  This,  in  contrast  to  the  normal 
condition  of  the  rest  of  the  pia,  gives  the  effect  of  a  narrow  band  ex- 
tending the  length  of  the  cord.  The  posterior  columns  may  be  depressed, 
of  a  grayish  color,  and  firmer  than  the  rest  of  the  cord.  On  section  the 
contrast  between  the  posterior  columns  and  the  rest  of  the  white  matter 
of  the  cord  is  often  very  distinct.  In  cords  removed  from  cases  dying 
during  the  earlier  stages  of  the  disease  there  are  often  no  macroscopic 
lesions. 

The  microscopic  appearances  vary,  depending  on  the  stage,  extent, 
and  location  of  the  lesion  (Fig.  627). 

In  a  cii.se  which  comes  to  autopsy  early  in  the  disease  the  appearance 
of  the  lesion  differs  from  that  in  a  case  of  advanced  tabes.     As  alreadv 

In  Plato  XIII.,  7.  i  seen  a  portion  of  a  spinal  ganglion  fnmi  a  case  of  advanced  tabes. 
In  addition  tf»  a  degeneration  of  the  cells  pn^sent,  there  wn-s  u  nmrkcMl  redu<*tion  in  the  number 
of  ciAla  in  the  ganglion. 
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noted,  the  most  marked  changes  are  in  the  posterior  columns.  In  the 
more  common  type  of  the  disease  in  which  the  degeneration  begins  in 
the  lumbar  region,  sections  of  the  cord  at  this  level  show  certain  quite 
well-defined  areas  of  degeneration.  The  zone  of  Lissauer  early  shows 
marked  degenerative  changes.  This  zone  extends  across  the  entering 
fibres  of  the  posterior  root  which  divide  the  zone  into  two  parts.  The  de- 
generation of  the  outer  part  has  been  wrongly  described  by  some  writers 
as  a  lateral-column  degeneration.  It  will  be  remembered  that  these 
fibres  are  short  fibres  which  have  entered  the  cord  in  the  nearest  posterior 
root.  Degcneralioii  usually  appears  early  in  that  part  of  the  column  of 
Burdach  which  borders  the  posterior  horn.  The  column  of  Goll  varies 
as  to  the  extent  of  involvement.     In  many  cases  it  is  only  slightly  af- 


Flo.  D27,— Tabes  Dorsalis. 
Cervical  rcgioD,  ahovring  an  eaHy  stage  ot  the  lesion. 

fected,  in  others  the  degeneration  is  marked.  As  the  fibres  of  this  column 
come  mainly  from  the  last  lumbar  and  first  two  sacral  segments,  it 
is  seen  that  its  condition  depends  entirely  upon  the  integrity  of  these 
roots.  The  fibres  of  the  posterior  columns  have  two  sources:  (I)  enter- 
ing fibres  of  the  posterior  roots;  (2)  fibres  from  cells  in  the  gray  matter 
of  the  cord.  The  latter  are  situated  mainly  in  a  narrow  strip  behind  the 
posterior  commissure  and  in  the  median  oval  area  of  Flechsig.  These 
fibres  are  unaffected  in  tabes. 

The  degenerations  seen  in  sections  of  the  dorsal  and  cervical  cord 
in  himliar  tabes  are  dependent  upon  an  iLscending  degeneration  of  the 
fibres  affected  l)elow.  The  columns  of  Goll  are  thus  usually  affected, 
while  the  columns  of  Burdach  are  often  only  slightly  involved.  If  at 
any  level  of  the  cord  degenerated  root  fibres  enter  the  cord,  there  results 
•A  detceneration  in  the  zone  of  Lissauer  and  in  the  band  of  fibres  lying 
alonK  the  posterior  horn  at  that  level. 

Rarely  the  tabetic  process  begins  in  the  cervical  region.  In  these 
cases  .ip<tiiin  of  the  cervical  cord  shows  not  only  normal  endogenous 
fibres,  bul  a  normal  condition  of  the  column  of  Goll  and  of  such  part  of 
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the  column  of  Burdach  as  originated  below  the  level  of  the  lesion.  Some- 
times the  dorsal  roots  are  affected  with  the  cervkal.  In  cervical  tabes 
the  cord  below  the  afTected  region  ia  normal,  while  above  is  the  lesion  of 
an  ascending  degeneration.  The  lesion  may  in  any  case  be  asymmetrical, 
one  roof  of  a  segment  being  affected  while  the  other  remains  normal. 
Marie  describes  a  variety  of  tabes  in  which  the  lesions  begin  in  the 
cranial  nerves. 

In  cases  of  advanced  tabes  (Fig.  628)  there  are  often  almost  no  nor- 
mal nerve  fibres  in  the  posterior  columns;  the  columns  of  Gotl,  of  Bur- 
dach, and  of  I-issauer  presenting  little  but  dense  fibrous  tissue.  The 
posterior  fissure  may  l)e  completely  obliterated.  There  usually  remain, 
however,  even  in  advanced  tabes,  undegenerated  fibres  bordering  the  poa- 


Or\'k&l  regi 


terior  commissure  and  the  adjacent  parts  of  the  posterior  horns.  The 
median  area  of  Fleclisig  olso  remains  intact.  As  already  noted,  these 
fibres  are  endogenous. 

The  microscopical  appearance  of  the  degenerated  ureas  varies  with  the 
stage  of  the  process  (Fig.  62!)).  The  new  connective  tissue  may  l>e  at 
first  quite  cellular;  later  the  fibrillar  elements  predominate  and  the 
tissue  becomes  dense  and  firm.  Of  the  nerve  fibres  some  have  disap- 
peared, others  show  defrencration  of  their  medullary  sheaths  and  axis 
cylinders.  Some  few  normal  fibres  are  usually  present  even  in  advanced 
sclerosis.  The  blood-vessels  often  have  thickened  walls.  There  may  be 
corpora  amylacea  and  f.it  globules,  the  latter  either  free  or  collected  in 
cells. 

The  lesion  of  tabes  is  not,  however,  confined  to  the  posterior  columns. 
The  fibres  of  these  columns  are  constantly  sending  collateralfi  and  termi- 
nals into  the  gray  matter.  Most  of  these  piws  into  the  posterior  horns, 
an  especinlly  well-marked  group  entering  Clarke's  ceil  column.  The 
posterior  horns  are  therefore  usually  smaller  than  normal,  with  a  marked 
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reduction  in  the  number  of  fibres  entering  them  from  the  posterior  col- 
umns, while  the  columns  of  Clarke  show  a  diminution  in  the  number  of 
delicate  fibrils  which  normally  surround  the  ganglion  cells. 

Changes  have  also  been  described  in  the  spinal  root  of  the  fifth  cranial 
nerve  and  in  the  fasciculus  aolitariua  which  consists  of  afferent  fibres  of 
the  vagus  and  glosso-pharyngeal  nerves.  These  fibres  are  analogous  to 
those  of  the  posterior  columns,  and  the  changes  in  them  are  similar. 

Degenerations  of  a  secondary  character  may  occur  in  those  systems 
of  neurones  which  are  more  or  less  dependent  upon  the  peripheral  sen- 
sory neurone  system  for  their  impulses.  Thus  the  cells  of  Clarke's  col- 
umn may  l)e  affected,  with  resulting  degeneration  of  their  axonea  which 
make  up  the  direct  cerebellar  tract.  This  degeneration  extends  through 
the  restiform  body  to  the  termination  of  the  tract  in  the  cerebellum. 


^■T^< 


Klo.  629.— PosTEBiOR  Spinal  SctEllOsie.     (Tabes  Dorsalis.) 

A  jwrtiun  uf  ftrleroseil  area  in  the  prnterior  eolumiiB  nf  tlie  spinal  ronl,     a,  New-formed  con- 

ncclivc  tiBsuc;  6,  blood- I'CMele;  c,  nerve  fibre*:  i*.  alrophicd  nerve  librea. 

The  cells  of  the  gray  matter  whose  axones  form  Gowers'  tract  may  be 
degenerated  with  consequent  degeneration  of  the  fibres  of  this  tract. 
In  the  medulla  the  cells  of  the  nucleus  gracilis  and  nucleus  cuceatus 
may  he  affected,  thus  determining  an  ascending  degeneration  along  the 
tracts  lollowed  by  their  axones.  Similar  in  character  is  the  degeneration 
of  the  cell.s  of  the  anterior  horns  noted  by  Condol^jn.  These  changes  in 
the  iinterior-horn  cells  have  been  accepted  by  some  investigators  as  ex- 
planatorj-  of  the  various  trophic  disturbances  which  so  frequently  occur 
during  the  course  of  tabes.  Similar  changes  have  been  found  in  the 
nuclei  of  two  of  the  motor  cranial  nerve.s,  the  oculomotor  and  the  hypo- 
glossal. Others  ascribe  the  trophic  disturbances  to  a  peripheral  neuritis. 
Marie '  describes  a  ease  interesting  in  this  connection,  in  which  there  was 
marked  hemiatrophy  of  the  tongue  with  distinct  changes  in  both  main 

•  Marie,  loc.  eil.,  p.  904. 
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and  acceason-  nuclei  of  the  hypoglossal  nerve  on  the  same  side,  the  oppo- 
site nuclei  being  normal.  Oppenheimer  describes  a  similar  case  of  tabes 
with  laryngeal  crises  in  which  there  were  pronounced  degenerative 
changes  in  the  pneumogastric  nucleus  and  in  the  a.scending  root  of  the 
glo880-phar\ngeal.  Changes  have  been  described  in  the  cells  of  the  cere- 
bral cortex.  They  are  similar  to  those  found  in  dementia  paralytica, 
but  less  marked. 

Although  varkms  hypolhe-w  have  been  advanced  In  explnnation  ot  the  tabetic 
lenion.  and  especially  In  reference  to  the  fairly  constant  eelecllon  ot  reriuln  (troiipM  of 
neurones,  doubt  ntUl  exbta  as  lo  the  origin  and  esHentlul  nature  of  (he  proces,-..  Earlier 
writers  looked  upon  the  lesion  as  a  primary  nclcroslM  of  the  posterior  col  i  mi  ns.  probably 
of  vascular  origin.  FlechKlg '  ami  Treplnskl  'dftfcrlbe  the  posterior  columns  3.smadeu[> 
of  several  dlxtinct  HyNteniH  of  fibres,  eai'b  systetu  dUI Inirilshablc  from  tlie  olliers  by  Its 
period  of  ripening  or  myellnlzathm.  They  asiiert  that  the  tul>ellr  pn.H-e<s  affectd  these 
dtlTereni  systemjisiiccensively.  .\»  the  Hystems  overlap  one  anot her.  this  would  explain 
the  admixture  at  certain  stai;^  of  tabet  of  nnrmal  and  abmirmnl  Hbrcs.  Present 
knowledge  favors  ihc  view  that  tabei  Is  a  primary  desEeneratlun  of  the  )>eripheral  aen- 
sory  system  of  neiipone-i,  the  dej^eoeratlon  a(Tc?tlnK  the  entire  neurone,  and  that  the 
picture  presented  by  the  tidxrs  cord  varies  with  the  particular  nell^onp^^  iilTei'ieil.  Tlie 
cell  bodies  of  these  neurone  are  In  the  spinal  i;aDKlla  and  their  cranial  analogues. 
Thorough  examlnatlon.s  of  spinal  ganglion  cells  have  as  yet  been  made  In  too  few  cases 
to  warrant  any  general  conchishms.     Ilegeneraiton  ot  spinal  ganglion  celU  In  tabes  has 


— r<IHBINBt»    SVBTEU     l>ll 

Showing  degeneration  ami  wlerunis  in  llip  rolumnii  uf  Gull,  tlic  illnft  nn<l  Ihp  rroaeed  pyOk- 
niidal  tracln,  and  the  direct  cerebrllar  trad. 

been  reported  even  in  cases  dying  early  In  the  disease.  Such  degenerations  are  beat 
shown  by  the  method  of  NUsI,  the  general  appllcntion  of  which  Is  cotuparatlvely  re- 
cent. Certain  It  Ls  that  a  degeneration  which  afTorts  l>oth  |>erltil)ernl  and  central  proc- 
eaaesof  the  neurone,  and  yet  Ls  moHt  pronounced  In  those  parts  of  the  neurone  farthest 
removed  frum  Its  nutritive  centre.  Is  most  easily  explained  on  the  liasis  nf  some  agent 
affecting  the  general  nielabolUm  of  the  neurone.  A  niajorHy  of  the  ca-cs  iif  lalies  give 
a  syphilitic  history.  Otir  kniiwleilge  of  the  effects  of  toxins  upon  neurones  Is  certainly 
not  oppoHC<l  to  the  coiislderatlon  of  such  a  toxin  as  the  etiological  factor  In  tabes. 

^  Flechng,  "Die  I^eitungslwlmcn  im  Celiim  umi  Rnclicnmark,"  Leipsir,  1878.  "let 
difTal«w  DorealiseimtSyHli.iu-KrkraiikungT"      Nrur.  C^at..  lid.  ix. 

'  Trepintk-i,  "Die  eiiiljryoiifcltii  Ka.scrsysti-me  in  don  Hintcrslrangcn  und  i lire  Defene- 
ration l>ei  der  I'abeH  Uorsali*,"  Anii.  f.  Psyeli.  und  Nerv.,  Hd.  xxx.,  1897. 


THE    NERVOUS    SYSTEM  911 

Combined  System  Degeneration — Ataxic  Paraplegia. — This  is 
a  disease  of  uncertain  etiology,  in  which  there  are  degenerative  changes 
in  both  motor  and  sensory  neurone  systems  (Fig.  630).  The  tracts  usu- 
ally involved  are  those  of  Burdach  and  of  Goll,  the  direct  cerebellar 
tracts,  and  the  crossed  pyramidal  tracts.  Less  commonly  the  defenera- 
tion extends  to  the  tracts  of  Gowers  and  to  the  direct  pyramidal  tracts. 
It  seems  probable  that  the  lesion  in  the  cord  is  not  always  the  expre.ssion 
of  the  same  pathological  process,  and  that  in  many  cases  it  is  not  the 
result  of  a  true  systemic  degeneration.  In  perhaps  the  minority  of  cases 
the  lesion  corresponds  to  the  tract  systems  of  the  cord  and  probably 
represents  a  combined  sensory-motor  degeneration.  Such  are  those  rare 
cases  in  which  the  degeneration  affects  all  of  the  above-mentioned  tracts. 

According  to  Dejerlne,  the  appearance  of  a  combined  system  disease  may  be  in- 
duced by  the  chronic  menincjitis,  whicli  exists  over  the  posterior  columns  in  tabes, 
extending;  forward  over  the  cMrect  cerebellar  tract,  the  productive  inflammation  finally 
spreading  to  thLs  tract  and  to  the  crossed  pyramidal.  In  these  cases  that  part  of  the 
latter  tract  which  lies  deepest,  i.e.,  close  to  the  gray  matter,  usually  remain.^  unln- 
volved.  Marie  lays  particular  stress  upon  the  arterial  systems  of  the  cord  as  the  prime 
factor  in  many  causes,  callin.j;  attention  to  the  fact  that  the  lesion,  as  it  is  most  commonly 
found,  coincides  almost  exactly  with  the  distribution  of  the  posterior  spinal  arteries. 
By  others  the  lesion  is  ascribed  to  a  multiple  sclerosis,  the  restriction  of  the  degeneration 
to  definite  tracts  being  only  apparent.  It  is  possible  that  in  some  cases  the  patho- 
logical picture  of  a  combined  sclerosis  may  be  due  to  secondary  degeneration  following 
mye.ltls. 

A  subacute  type  of  combined  system  degeneration  has  been  described  by  Russell.* 
The  degeneration  involved  the  same  tracts  affected  in  the  more  chronic  type,  and  was 
often  very  extensive  at  some  levels  of  the  cords  studied,  there  being  only  a  thin  layer 
of  normal  fibres  covering  the  gray  matter. 

Under  the  name  of  diffuse  depreneration  of  the  spinal  cord,  Putnam  and  Taylor' 
describe  a  somewhat  similar  condition,  leaving  open  the  question  as  to  the  systemic 
nature  of  the  process. 

Friedreich's  Ataxia.     {Hereditary  Ataxia.) 

This  disease,  while  often  referred  to  as  hereditary  ataxia,  has  more  of 
a  family  than  of  a  distinctly  hereditary  character.  Its  pathology  is 
marked  by  a  decrease  in  the  size  of  the  spinal  cord,  the  diameter  of  which 
is  often  not  more  than  three-quarters  that  of  the  normal  cord.  Degen- 
eration of  the  columns  of  Goll  is  usually  quite  complete.  Less  marked 
degeneration  is  found  in  the  columns  of  Burdach,  in  the  direct  cerebellar 
and  in  the  crossed  pyramidal  tracts.  The  marginal  tract  of  Lissauer  may 
or  may  not  be  affected.  In  the  posterior  horns  and  in  the  columns  of 
Clarke  the  condition  resembles  that  in  tabes.  There  may  be  atrophy  of 
the  cerebellum. 

Marie  notes  in  addition,  atrophy  and  disappearance  of  the  cells  of  Clarke's  column. 
Blocq  and  Marinesco  •  describe  degeneration  of  the  posterior  root  fibres  similar  to  that 
found  In  tabes.     Friedreich  *  and  ktitlmeyer  •  find  atrophy  of  the  anterior  horn  cells. 

'  Russell,  Batf.en,  and  Collier,  Brain,  vol.  xxiii.,  p,  39.  1900. 

^  Putnam  and  Taylor,  .loumal  of  Nerv.  and  Mcnt.  Disease,  vol.  xxviii.,  pp.  1  and  74,  1901. 
'  Blocq,  P..  and  Marineaco,  G.,  "Sur  rAnatomie  Pathologique  de  la  Maladie  de  Fried- 
reich," Compte  rend.  Soc.  de  Biol.,  1890. 

*  Friedreich,  N.,  Virchow's  Archiv,  Bd.  Ixxxvi.,  1881. 

•  Rutimeyer,  L.,  Virchow's  Archiv,  Bd.  ex.,  1887. 
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The  determining  cause  of  the  disease  and  the  nature  of  the  morbid  process  are  as  yet 
undetennined.  It  seems  probable  that  the  condition  of  the  cord  may  be  more  properly 
consldereil  an  abnormality  of  development  rather  than  a  degeneration. 

Cerebellar  Ataxia. 

Atrophy  of  the  cerebellum  was  noted  as  sometimes  occurring  in  Fried- 
reich's ataxia.  In  that  disease,  however,  the  cord  lesion  was  most 
marked.  In  cerebellar  ataxia  the  lesion  of  the  cord  is  slight  or  absent, 
the  chief  lesion  being  an  atrophy  of  the  cerebellum.  This  atrophy  is 
accompanied  by  little  or  no  sclerosis,  the  organ  being  simply  smaller 
than  normal. 

IKFI^KMATION. 

Inflammation'  of  the  Brain.     (Encephalitis.) 

Acute  Encephalitis. — Inflammatory  processes  in  the  nervous  system, 
whether  of  an  exudative  or  of  a  productive  type,  are  frequently  consecu- 
tive to  or  coincident  with  the  more  severe  forms  of  degeneration  or  other 
lesions,  thus  making  differentiation  of  the  processes  often  extremely  dif- 
ficult. It  has  been  already  mentioned  that  the  brain  tissue  about  hspmor- 
rhages  and  areas  of  embolic  and  thrombotic  softening  may  undergo  in- 
flammatory changes  leading  to  the  formation  of  new  connective  tissue. 
There  is  a  class  of  cases  in  which  localized  areas  of  the  brain  undergo 
softening,  with  more  or  less  extravasation  of  red  and  white  blood  cells 
and  hypera»mia,  so  that  the  softened  material  consists,  as  seen  under  the 
microscope,  of  detritus  of  brain  tissue  in  a  condition  of  fatty  degenera- 
tion, often  with  more  or  less  pus  cells  and  pigment.  When  such  areas  are 
red  in  color  from  intermingled  blood  cells  or  pigment,  the  condition  is 
called  red  inflammatory  softening.  When  fatty  degeneration  prevails,  and 
the  red  blood  cells  or  their  derivatives  are  not  abundant,  the  softened 
area  looks  yellow  or  yellowish-white,  and  this  is  often  called  yellow  iti- 
flammatory  softening.  The  origin  of  these  processes  is  very  obscure  and 
their  inflammatory  nature  not  well  defined. 

Abscess  of  the  Brain. — Small  multiple  abscesses  of  the  brain  may 
occur  in  pyaemia.  Large  abscesses  of  the  brain  are  usually  single;  they 
may  attain  a  large  size.  They  are  most  frequent  in  the  cerebral  and 
cerebellar  hemispheres,  rare  in  the  basal  ganglia,  the  pons,  and  the 
medulla  oblongata. 

There  may  be  an  irregular  cavity  containing  thin  pus  and  softened 
brain  tissue.  The  walls  of  the  cavity  are  ragged  and  infiltrated  with 
pus,  and  outside  of  the  walls  is  a  zone  of  fpdematous  and  softened  brain 
tissue.  If  the  abscess  be  near  the  pia  mater,  meningitis  may  follow;  if 
it  be  near  the  lateral  ventricles,  it  may  rupture  into  them;  if  it  be  near 
the  sinuses  of  the  dura  mater,  it  may  induce  thrombosis.  An  abscess 
may  in  time  become  enclosed  in  a  capsule  of  connective  tissue. 

Abscess  of  the  brain  is  most  frequently  secondary  to  chronic  suppu- 
rative otitis  (42.5  per  cent,  Gowers),  much  less  frequently  to  acute  otitis. 
With  the  otitis  there  may  also  be  caries  of  the  temporal  bone,  suppura- 
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tion  of  the  mastoid  cells,  and  inflammation  of  the  dura  mater.  The 
abscess  is  usually  situated  deep  in  the  brain,  commonly  in  the  temporo- 
sphenoidal,  the  frontal,  the  occipital  or  the  parietal  lobes,  or  in  the 
cerebellum;  rarely  it  is  continuous  with  the  inflamed  dura  mater  and 
bone.  Abscess  may  follow  chronic  lesions  in  the  orbit  or  caries  of  vari- 
ous parts  of  the  cranial  bones. 

Abscess  of  the  brain  frequently  follows  traumatism,  blows,  or  falls 
on  the  head.  Such  injuries  may  not  damage  the  skull,  or  may  produce 
fractures  or  necrosis.  There  is  often  a  considerable  interval  between 
the  time  when  the  injury  is  inflicted  and  the  development  of  the  symp- 
toms. 

When  the  cranial  bones  are  uninjured  the  abscess  is  usually  deep  in 
the  brain;  when  there  is  necrosis  of  the  bones  the  abscess  may  be  super- 
ficial ;  when  the  bones  are  fractured  the  abscess  may  be  either  superficial 
or  deep.     The  abscess  develops  rarely  in  the  opposite  side  of  the  brain. 

In  acute  exudative  meningitis  from  various  excitants  there  may  be  an 
infiltration  of  the  brain  with  leucocytes;  this  may  be  especially  marked 
in  the  perivascular  tissue  and  around  the  ganglion  cells. 

An  Acute  Disseminated  Encephalitis/  ha^matogenous  in  character,  may 
develop  during  the  progress  of  an  infectious  disease.  It  is  most  com- 
mon in  infective  endocarditis,  in  pyaemia,  and  in  epidemic  cerebro-spinal 
meningitis.  It  may  be  associated  with  acute  anteropoliomyelitis,  ap- 
parently due  to  the  same  obscure  etiological  factor.  The  lesion  consists 
of  disseminated  foci  of  inflammation,  or  minute  multiple  abscesses. 
Some  of  these  are  microscopic  in  size,  others  may  be  seen  with  the  naked 
eye.  The  smallest  show  simply  small-round-cell  infiltration  of  the  walls 
of  one  or  more  small  vessels  and  of  the  surrounding  tissue.  The  larger 
spots,  which  undoubtedly  take  origin  in  the  same  way,  are  seen  to  be 
softer  than  the  rest  of  the  tissue,  and  resemble  red  or  yellow  softening, 
according  to  the  amount  of  red-blood-cell  extravasation.  Congestion  is 
usually  marked.  There  may  be  distinct  haemorrhages.  Degenerative 
changes  with  disintegration  of  the  exudate  usually  set  in  and  determine 
destructive  changes  in  the  neighboring  neurone  and  neuroglia  elements. 
At  the  periphery  of  one  of  these  abscesses  the  neuroglia,  instead  of  being 
in  a  degenerating  condition,  usually  shows  proliferation.  The  more 
minute  inflammatory  foci  may  undergo  complete  resolution  with  absorp- 
tion of  the  exudate.  In  the  larger  abscesses  there  may  be  absorption  of 
the  exudate  and  of  the  products  of  degeneration,  and  a  replacement  neu- 
roglia hyperplasia,  ultimately  resulting  in  a  sclerotic  patch. 

Suppurative  encephalitis  may  occur  as  a  result  of  traumatism  or  from 
extension  of  suppurative  meningitis. 

A  form  of  encephalitis  which  has  been  designated  acute  non-suppu- 
rative  ha^morrhagic  encephalitis,  has  been  described  by  Striimpell,  Leich- 
tenstein,  Oppenheim,  Putnam,'  and  others.     The  lesion  consists  in  the 

'  Under  the  head  of  ''Acute  Parenchymatous  Encephalitis"  has  been  described  a  lesion 
of  tlie  ganglion  cells  without  vascular  or  interstitial  clianges.  These  lesions  are  the  result 
of  toxirmias  of  either  endogenous  or  exogenous  nature.  They  are  more  proiM»rIy  classed 
as  parenchymatous  degeneration. 

^  Putnam,  Jour,  of  Serv.  and  Mc^t.  Dis.,  vol.  xxiv.,  1897,  bibliography. 
58 
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occurrence  of  multiple  hicmorrhagic,  inHaiumatory  foci,  which  are  non- 
suppurntive,  iind  which  are  accompanied  by  ieucocytic  infiltration.  These 
foci  may  ocrur  in  any  part  of  the  brain,  but  are  most  numerous  in  the 
white  mutter  of  the  brain  ami  busul  ganglia.  Some  of  these  ha'morrhages 
may  be  quite  hirpe. 

AcVTK  IXKL.XMMATIOX    OF   THK    SPINAL    COHD.       (Aculc    MifeUlis.) 

Inflammiition  in  the  spinal  cord  is  quite  analogous  to  intlummation 
in  the  brain. 

Acute  Disseminated  Myelitis '  nms  a  rapid  course  and  pnives  fata]  in  a 
short  time.  The  inflammation  may  involve  nearly  the  whole  len^h  of 
the  cord,  but  is  usually  more  intense  in  some  places  than  in  others.  The 
cord  is  swollen  and  congested,  it  is  infiltrated  with  pus  cells,  the  connec- 
tive tissue  is  swollen,  and  there  is  degeneration  of  the  nerve  elements 
proper. 

More  frequently  an  acute  myelitis  is  localized.  It  inv<ilvc8  but 
a  small  portion  of  the  length  of  the  cord,  while  laterally  it  may  com- 
pletely cross  it,  and  is  hence  spoken  of  as  a  IranKi-frne  nuiclHis.  When 
the  cord  is  removed  and  laid  upon  the  talile,  if  the  lesion  is  marked,  a 
flattening  of  the  cord  at  its  seat  may  be  olwervod:  or  on  passing  the 
finger  gently  along  the  organ,  the  affected  segment  will  lie  found  softer 
than  the  rest  of  the  cord,  sometimes  almost  difHuent.  On  making  a  sec- 
tion through  the  affected  portion  the 
nerve  tissue  may  appear  white  or  red 
()r  yellowish  or  grayish.' 

Microscopical  examination  shows 
different  appearances,  depending  up- 
on the  stage  of  the  degenerative  or 
inflammatory  process.  There  may 
l>e  much  blood,  or,  if  the  lesion  has 
existed  for  some  time,  blood  pig- 
ments; also  fragments  of  more  or 
less  degenerated  nerve  fibres  and 
ganglion  cells  (Fig.  (1311,  myelin 
droplets,  free  fat  granules,  larger  and 
smaller  cells  filled  with  fat  granules  (Giuge's  corpuscles),  pus  cells,  gran- 
ular matter,  neuroglia  cells,  and  sometimes  coriiora  amylacea.  The  vari- 
ous proportifms  of  these  elements  give  rise  to  (he  different  grws  ap- 
pearances which  the  tliseased  part  presents.  In  earlier  stages  of  the 
lesion  the  blood-vessels  may  be  dilated,  the  nerve  fibres  and  cells  swollen; 
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or  the  walls  of  the  blood-vessels  may  be  thickened  or  fatty,  or  surrounded 
by  a  sheath  of  leucocytes  and  cells  derived  from  the  connective-tissue 
cells  of  the  adventitia. 

The  lesion  is  apt  to  commence  in  the  gray  matter  or  at  its  edge,  and 
then  extend  first  laterally  and  afterward  upward  and  downward. 

In  a  certain  number  of  cases  the  degenerated  material  may  be  ab- 
sorbed and  a  cicatrix  or  cyst  formed.  After  the  least  extensive  forms  of 
the  lesion  there  may  be  a  restoration  of  the  functions  of  the  cord. 

Secondary  degeneration,  both  ascending  and  descending,  may  occur 
in  this  form  of  myelitis,  varying  in  extent  according  to  the  size  of  the 


F:o.  632. — PouoHTELiTia  Antebiob. 
,  Normal  gHnglioti  cclta  surrounded  by  nerve  fibres;  B.  degenerated  ganglion  cells;  C, 
granular  niaiieca  at  place  of  ganglion  ccIIb;  D,  small  cavity  containing  fluid. 


primary  lesion.  The  terms  central  myelitis,  peripheral  myelitis,  and  uni- 
lateral myelitis,  are  sometimes  used  to  designate  localizations  of  the  lesion. 

Poliomyelitis  Anterior — HyelitiB  of  the  Anterior  Horn. — This  name  is 
applied  to  a  group  of  cases  which  are  characterized  by  clinical  symptoms 
indicating  changes  in  the  anterior  horns.  The  disease  is  most  common 
in  children,  under  the  name  of  infantile  spinal  paralysis,  but  occurs  also 
in  adults.  It  usually  begins  with  symptoms  of  an  acute  infectious  dis- 
ease, the  paralysis  supervening  after  a  few  days.  It  varies  in  acuteness, 
severity,  and  duration.  In  many  cases  there  is  complete  recovery,  and 
then  we  must  suppose  that  the  changes  in  the  ner\ous  tissue  were  not 
destructive  in  character.  In  other  cases  the  symptoms  are  more  perma- 
nent, indicating  a  destructive  lesion. 

At  first  a  considerable  group  of  muscles,  usually  of  the  arms  or  legs, 
is  affected.  Resolution  taking  place,  there  may  be  complete  disappear- 
ance of  the  paralysis.  More  commonly  there  is  return  of  function  in 
most  of  the  mu.scles,  while  some  few  remain  permanently  paralyzed  and 
liecome  atrophied.  The  lesion  is  most  frequent  in  the  lumbar  and  cer- 
vical enlargements,  but  may  occur  anywhere,  and  is  often  found  in  scat- 
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tered  patches.  Earlier  autopsies  were  in  cases  of  long  standing,  and 
the  ehanjies  found  i-onsisted  in  degeneration  (Fir.  (vi^i.  shrinkage,  pig- 
mentation, and  atrophy  of  the  ganglion  cells  of  the  anterior  horns,  an 


Fig.  633.— AciTi 

Dnth  srvon  n««kB  after  oiuct.     Hliowinit  gl-omatoiiB  tiiuue  in  both  horns,  with  cavity  for- 
mation !□  one  of  thrm. 

increase  in  the  connective  tissue  of  the  cormia  and  of  the  adjacent  white 
matter,  often  witli  destruction  of  consideral>le  portions  of  the  horns, 
atrophy  of  the  anterior  roots,  and  distortion  of  the  cord. 


Fio.  6M. — Landbt'b  Fakalvhim. 
*h««in(!  BTUtc  indammatory  |>to<iw  sbnut  the  blood-vc 
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Flo.    635— Landey'b 
Pahalymis. 

Showing  blood  -  v«wb 
from  Fig.  634,  more  highly 
magnified.  There  are  con- 
gestion and  infiltration  of 
the  wallg  with  leucocj^m. 


Instead  of  this  shrinkage  and  atrophy  of  the  horna  there  is  sometimes 
found,  especially  if  the  case  come  to  autopsy  not  too  long  after  the  onset, 
a  gelatinous  condition  of  the  horns,  the  place  of  the  horns  being  occupied 
by  young  neuroglia  tissue  with  many  branching  celts  and  fine  delicate 
fibrils  resembling  glioma  (Fig.  633).  This  gliomatoua  tissue  may  break 
down,  forming  a  cavity  surrounded  by  young  neuroglia  tissue.  More  re- 
centlj'  autopsies  made  early  in  the  course  of  the  disease  show  that  the 
changes  described  above  represent  onlj'  later  stages  of  what  originated 
OS  an  acute  inflammatory  process.  Examina- 
tion of  the  cords  from  such  early  cases  shows 
congestion,  exudation  of  leucocytes  into  the 
perivascular  and  nerve-cell  spaces,  and  prolifer- 
ation of  the  neuroglia.  Degeneration  of  the 
nerve  cells  occurs,  probably  secondary  to  the  in- 
flammatory lesion.  The  inflammation  is  similar 
to  that  of  an  ordinary  acute  myelitis,  but  seems 
to  Ije  confined  mainly  to  the  area  of  distribution 
of  the  anterior  spinal  artery. 

In  about  one-third  of  the  cases  which  are 
clinically  included  under  acute  anterior  poliomy- 
elitis, the  onset  is  without  fever,  and  there  is  at 
no  time  any  evidence  of  the  existence  of  an  inflammatory  process.  While 
thrombosis  of  a  branch  of  the  anterior  spinal  artery  or  haemorrhages 
into  the  anterior  horns  have  been  suggested  in  explanation  of  these 
eases,  their  pathology  remains  as  yet  undetermined. 

Acute  Ascending  Paralysis — ^Landry's  Paralysis. — This  is  a  rare  disease 
characterized  clinically  by  a  rapidly  ascending  paralysis,  beginning  in  the 
lower  extremities  and  progressing  upward  to  involve  the  body,  arms, 
and  head.  Until  recently  no  pathological  changes  were  known  to  ex- 
plain the  symptoms.  Within  the  last 
few  years  a  number  of  cases  have  been 
reported  in  which  the  lesion  was  an  acute 
myelitis  with  or  without  an  accompany- 
ing polyneuritis  (Fig.  634). 

Bailey  and  Ewing '  reported  a  case  In  which 
the  cord  showed  congestion  with  caplUary 
hmnorrhages  and  clrcum vascular  Bmall  round- 
celllnfiltratlon  (Figs.  635  and  636).  The  gan- 
glion cells  were  In  various  stagCM  of  degeneration. 
Similar  lesions  have  been  reported  by  Marie  and 
Marlnesco,  by  Herti  and  LoBoi,  and  by  others.  Mills  and  Splller  report  In  some  cases 
a  polyneurtlU  In  addition  to  myelitis.  Krewer  finda  an  acute  myelitis  and  neuritis, 
and  considers  the  lesion  due  to  a  non-specific  Infection.  Brault  reports  three  cases 
In  which  symptoms  of  Landry's  paralysis  followed  lymphangltlc  abscesses  from  ex- 
corLitlnn  of  lower  limbs.  He  considers  these  casen  of  "tnyellc  localization  of  a  strep- 
tococcuK  infection."  RemllnjEer  describes  a  case  In  which  the  streptococcus  was  de- 
tected In  the  spinal-cord  substance  by  cultivation  and  by  stained  sections.  Remllnger 
also  Btateii  that  he  has  Induced  sympUims  of  an  acute  ascending  paralysis  In  rabbits 
by  Inoculating  them  with  pus  from  a  septic  abRcess. 

'  Consult  BaOeu  and  Earing,  New  York  Medical  Journal,  July,  1S96. 
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Intflammation  of  THE  Nerves.     (Neuritis.) 

In  the  nerves,  as  in  the  brain  and  cord,  degenerative  change.-;  commonly  accompany 
Inflammation,  and  a  distinction  is  often  difRcult.  The  difficulty  in  sharp  differentiation 
lies  in  the  fact  that  degenerative  changes  in  nerves,  when  intense  or  long  continued, 
often  lead  to  inflammations,  and  that  inflammatory  conditions  in  nerves  often  determine 
secondary  degenerative  changes  in  the  nerve  fibres. 

Acute  Exudative  Neuritis. — Acute  inflammation  of  the  nerves  may  oc- 
cur as  the  result  of  injury,  or  it  may  be  secondary  to  an  inflammatory 
process  in  their  vicinity,  although,  owing  to  the  dense  lamellar  sheaths 
and  the  special  blood  supply,  the  nerve  trunks  may  escape  participation 
even  in  very  severe  inflammatory  processes  in  surrounding  tissues.  The 
inflamed  nerve  mav  be  red  and  swollen  and  infiltrated  with  serum  and 
pus  cells.  The  process  may  undergo  resolution  or  terminate  in  destruc- 
tion oi  the  nerve,  or  it  may  become  chronic  and  result  in  the  formation 
of  new  connective  tissue.  Degeneration  and  regeneration  of  the  nerve 
fibres,  similar  to  those  described  as  following  division  of  nerve  trunks, 
may  occur  in  acute  neuritis. 

"  Multiple  Neuritis  "  (Degeneration). — While  for  convenience  of  refer- 
ence described  under  its  usual  title,  this  lesion  is  probably  always  a  de- 
generation, and  would  be  properly  classified  under  the  head  of  neurone 
degenerations  of  toxic  origin.  It  is  caused  by  the  action  of  certain  min- 
eral poisons,  for  example,  alcohol  and  lead.  It  occurs  as  a  complication 
of,  or  succedaneum  to,  certain  infectious  diseases,  for  example,  diph- 
theria, septicirmia,  measles,  smallpox,  etc.  It  is  sometimes  apparently 
idiopathic.  Changes  of  a  degenerative  nature  are  found  in  the  peripheral 
nerves,  and  are  more  marked  near  the  periphery  than  near  the  cord. 
Thus  the  most  common  nerves  aflfected  are  the  anterior  tibial  and  the 
radial.  The  most  marked  changes  are  in  the  nerves  themselves,  there 
being  little  or  no  change  in  the  connective  tissue.  More  rarely,  espe- 
cially in  very  acute  cases,  there  are  reddening  and  swelling  with  some  in- 
flammatory reaction  in  the  interstitial  tissue.     The  fibre  lesion  shows  best 


Fig.  637. — Degeneration  of  Nerve  Fibres  in  Multiple  Neuritis. 

From  a  case  of  alcohol  poisoning.     Specimen  Ktaineii  with  osmic  acid.     The  broken-down 

medullary  sheath  and  fat  droplets  are  Htaine<i  deep  black. 

in  specimens  treated  with  osmic  acid  and  teased  in  glycerin  (Fig.  637). 
Here  the  myelin  sheath  is  seen  to  be  broken  up,  and  instead  of  a  contin- 
uous envelope  of  black  stained  myelin,  the  myelin  is  represented  by  larger 
or  smaller  black  droplets  scattered  along  a  broken  or  degenerated  axis 
cylinder.  There  may  be  some  increase  in  the  connective  tissue.  The 
sheath  of  Schwaim  is  usually  intact.  It  is  of  interest  to  note  that  in  a 
number  ot  cases  ^as  yet  too  tew  to  warrant  general  conclusions)  changes 
have  been  found  in  the  cells  of  the  anterior  horn  analogous  to  those 
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found  after  injury  to  motor  nerves.  The  muscles  supplied  by  the 
affected  nerves  show  various  stages  of  atrophy.  The  cord  and  menin- 
ges usually  remain  normal.  In  some  cases  a  spinal  meningitis  and  more 
or  less  myelitis  have  been  described. 

Chronic  Inflammation  of  the  Brain,  Cord,  and  Nerves. 

While  this  term  should  be  applied  only  to  a  primary  increase  in  the 
neuroglia  elements  at  the  expense  of  the  parenchymatous,  thus  making 
the  degeneration  of  the  nerve  tissue  proper  entirely  secondary,  it  is 
often  difficult  to  eliminate  the  possibility  of  a  primary  degeneration  of 
the  nerve  cells.  Histologically  the  lesion  consists  in  a  proliferation  of  the 
neuroglia  elements.  The  neuroglia  cells  increase  in  number,  some  of  the 
new-formed  cells  having  many  processes,  others  few.  In  the  early  cellu- 
lar stage  of  its  formation  the  proliferative  area  is  soft  and  gelatinous, 
and  tends  to  increase  the  size  oi  the  part.  With  further  progress  of  the 
sclerosis,  there  is  a  disproportionate  development  of  fibres  attached  to 
the  cells,  and  finally  of  fibres  independent  of  cells.  With  the  increase 
of  fibres  the  affected  area  becomes  firmer,  making  a  sort  of  dense  felt- 
work  of  interlacing  fibrils.  In  this  meshwork  are  found  nerve  fibres  in 
various  stages  of  degeneration. 

Chronic  Interstitial  Encephalitis — Sclerosis. — This  lesion  of  the  brain 
tissue  may  occur  diffusely  occupying  an  entire  lobe  or  more  or  less  of  the 
whole  brain,  or  in  circumscribed  small  areas.  It  consists  essentially  in 
an  increase  of  the  connective-tissue  elements,  the  neuroglia,  and  an  atro- 
phy of  the  nerve  elements,  particularly  the  ganglion  cells  and  the  medul- 
lary sheaths  of  the  nerves.  With  these  changes  are  usually  associated 
the  formation  of  Gluge's  corpuscles,  corpora  amylacea,  granular  and 
fatty  degeneration  of  the  nerve  elements,  and  thickening  and  prolifera- 
tion of  cells  of  the  walls  of  the  blood-vessels.  The  areas  of  sclerosis  may 
be  very  dense  and  hard,  or  gelatinous  in  consistence. 

The  diffuse  form  of  sclerosis  is  most  frequently  seen  in  general  pare- 
sis of  the  insane,  and  not  infrequently  in  the  brains  of  drunkards. 

A  peculiar  feature  of  disseminated  sclerosis  is  that  the  patches, 
whether  in  the  brain  or  cord,  do  not  induce  the  expected  secondary 
degeneration.  It  is,  in  fact,  uncommon  to  find  secondary  degeneration 
resulting  from  even  a  large  patch  of  sclerosis.  This  is  believed  to  be  due 
to  the  fact  that  in  nearly  all  of  the  patches  the  axis  cylinders  persist  even 
after  complete  destruction  of  the  medullary  sheaths. 

The  circumscribed  form  of  sclerosis,  multiple  sclerosis  {sd^ose  en 
plaque),  is  much  more  common  than  the  diffuse  form,  and  may  oc- 
cur in  the  brain  alone,  or  more  commonly  is  associated  with  a  similar 
lesion  in  the  spinal  cord.  The  areas  of  sclerosis  vary  in  size  from  that 
of  a  pea  to  that  of  an  almond.  They  may  be  few  or  numerous,  they  may 
be  white,  grayish,  or  grayish-red  in  color,  and  are  usually  but  not  always 
sharply  outlined  by  the  unaltered  brain  tissue.  Although  in  many 
cases  the  increase  in  the  connective-tissue  elements  seems  to  be  the  pri- 
mary lesion,  and  the  degeneration  of  the  nerve  elements  secondary  to 


920  THE    NERVOUS    SYSTEM 

this,  it  is  quite  possible  that  in  some  cases  the  increase  in  connective  tis- 
sue may  be  secondary  to  a  degeneration  of  the  nerve  elements  from  loss 
of  nutrition  or  from  other  causes. 

There  is  reason  for  the  belief  that  multiple  sclerosis  may  sometimes  be 
the  result  of  disseminated  local  necrotic  lesions  of  acute  infectious  dis- 
eases— scarlatina,  for  example,  occurring  at  an  early  period  of  life.* 

Encephalitis  in  the  New-Bom. 

This  condition,  first  described  by  Virchow*  Ls  said  to  consist  in  the  formation  of 
circumscribed  collections  of  cells  of  various  sizes  containing  many  fat  granules  (granu- 
lar corpuscles)  and  forming  yellowish  masses,  from  1  millimetre  to  6  millimetres  in 
diameter,  in  the  brain  tissue.  A  more  diffuse  occurrence  of  granular  corpuscles  is 
also  described,  but  this  Is  said  by  some  observers  to  be  physiological.  The  nature  of 
this  lesion  is  but  little  understood,  and  is  still  the  subject  of  controversy. 

LS8I0N8  OF  THE  B&AIN  IN  GENERAL  PABE8I8  OF  THE  IN8ANE. 

The  changes  in  this  disease  are  in  the  main  those  of  chronic  diffuse 
encephalitis,  but  appearances  vary  greatly  and  depend  to  some  extent 
upon  whether  the  brain  is  examined  in  early  or  late  stages  of  the  disease. 
According  to  Meyer,  in  the  early  stages  of  the  disease  the  convolutions, 
particularly  of  the  anterior  cerebral  lobes,  are  swollen,  the  gray  matter 
is  congested  and  softened  in  places.  The  brain  tissue  is  more  or  less 
infiltrated  with  leucocytes.  Fatty  degeneration  of  the  walls  of  the 
capillaries,  and  punctate  haemorrhages,  are  also  common. 

In  later  stages  of  the  disease  a  great  variety  of  changes  may  be  ob- 
served: hemorrhagic  pachymeningitis,  thickening  of  the  dura  mater, 
and  close  adhesions  to  the  skull;  thickening  and  opacities  of  the  pia 
mater,  adhesions  of  the  latter  to  the  dura  mater  and  to  the  brain  tissue. 
The  brain  tissue  is  apt  to  be  atrophied,  is  often  very  soft,  and  the  ventri- 
cles are  dilated  and  filled  with  fluid.  The  pia  mater  may  be  crdematous, 
the  ependyma  thickened  and  roughened.  On  microscopical  examination 
the  neuroglia  is  found  to  be  increased  in  amount,  the  ganglion  cells  are 
shrunken  and  sometimes  pigmented;  the  nerve  fibres  may  also  be 
atrophied,  and  the  blood-vessels  in  a  condition  of  fatty  or  hyaline  degen- 
eration. There  may  be  an  accumulation  of  fatty  and  granular  cells  along 
the  walls  of  the  blood-vessels.  Secondary  degenerations  in  the  spinal 
cord  are  not  infrei]uently  observed.' 

Chronic  Interstitial  Myelitis. — Under  this  heading  are  embraced  a 
variety  of  lesions  which  probably  differ  from  one  another  somewhat 
in  the  nature  of  the  changes  involved,  but  more  in  the  seat  of  the  dis- 
ease. We  shall  consider  without  special  classification  the  most  impor- 
tant forms. 

»  Seo  Oppenhrim,  Borl.  klin.  Wochonschrift,    p.  184,  1896. 

*  It  is  very  diffirult  to  make  positive  and  definite  statements  regarding  many  such  lesions 
of  the  brain  as  thosf*  jiint  indicated,  or  in  general  of  brain  lesions  whose  nature  must  be 
revealed  by  mitmwscopical  study,  because  our  technical  procedures  in  the  study  of  the  brain, 
evi:n  in  normal  conditions,  are  .still  in  many  respects  quite  unsatisfactory  and  incomplete. 
Tlie  brain  tissue  is  so  delicate  and  so  liable  to  post-mortem  changes,  and  the  effects  of  different 
preservative  afi^eiits  are  so  liable  to  variations,  that  great  caution  is  necessary  in  arriving 
bt  conclusions  regarding  the  more  minute  lesions  affecting  the  nerve  tissue  of  the  brain. 
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Chronic  Transverse  Myelitis. — In  certain  cases  of  pressure  on  the  spinal 
cord  from  a  tumor  or  from  displacement  of  the  bones  of  the  vertebral 
column,  etc.,  the  cord,  instead  of  becoming  softened  or  undergoing  acute 
inflammatory  changes,  becomes  the  seat  of  a  localized  formation  of 
new  connective  tissue  with  consecutive  atrophy  of  more  or  less  of  the 
nerve  elements  in  the  gray  and  white  matter.  The  cord  becomes  in  this 
way  harder,  and  sometimes  shrunken  at  the  seat  of  lesion,  and  gray  in 
color.  This  change  may  be  followed  by  ascending  and  descending  de- 
generation. 

Chronic  Disseminated  Myelitis — Multiple  Sclerosis. — This  lesion,  sim- 
ilar in  its  nature  to  multiple  sclerosis  of  the  brain,  often  occurs  with  it.  It 
consists  in  the  formation,  in  more  or  less  numerous  scattered,  circum- 
scribed areas,  of  new  connective  tissue,  apparently  derived  from  the  neu- 
roglia. The  formation  of  new  connective  tissue  is  preceded  or  accom- 
panied by  degeneration  and  atrophy  of  the  nerve  fibres  and  ganglion 
cells.  The  new  connective  tissue  consists  of  the  characteristic  branching 
neuroglia  cells,  surrounded  by  a  more  or  less  dense  network  of  fine 
fibriilse,  many,  if  not  most,  of  which  seem  to  be  branches  of  the  neuroglia 
cells.  Corpora  amylacea  and  sometimes  fat  droplets,  either  free  or  con- 
tained in  cells,  may  be  present  in  the  sclerosed  areas. 

The  areas  of  sclerosis  may  involve  both  gray  and  white  matter,  and 
may  be  very  small  or  large  (Fig.  638).     If  very  small  or  in  early  stages 
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of  formation,  they  may  not  be  recognizable  by  the  naked  eye,  but  when 
visible  they  are  grayish,  translucent,  and  firmer  than  the  surrounding 
tissue,  and  may  or  may  not  present  a  depressed  surface;  they  sometimes 
project  alx)ve  the  general  level.  The  cause  of  this  as  of  all  other  forms 
of  so-called  idiopathic  interstitial  myelitis  is  very  obscure.  As  noted  in 
multiple  sclerosis  in  the  brain,  secondary  degenerations  are  rare,  and 
probably  for  the  reason  there  given. 

Chronic  Interstitial  Neuritis. — This  is  essentially  a  chronic  interstitial 
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Inflammation  resulting  in  an  increase  of  the  connective  tissue  in  the  nerve 
sheaths  and  intrafasciculsr  bands.  As  a  result  of  this  the  nerve  fibres 
undergo  atrophy  from  pressure;  the  medullary  sheaths  and  finally  the 
axis  cylinders  being  in  many  of  the  fibres  partially  or  completely  de- 
stroyed. 

Tic  Douloureux. — Changes  in  the  peripheral  branches  of  the  fifth 
cranial  nerve  removed  from  obstinate  cases  of  trifacial  neuralgia  have 
been  reported  in  a  considerable  number  of  cuses.  These  changes  consist 
in  degeneration  of  the  axis  cylinders  and  of  their  medullary  sheaths.  In 
a  smaller  number  of  instances  changes  have  been  reported  in  Gasserian 
ganglia  removed  from  such  cases.  The  changes  in  the  ganglia  consist  in 
atrophy  and  disappearance  of  the  nerve  cells  with  increase  in  the  con- 
nective-tissue elements.  A  peculiar  shrunken  condition  of  the  cell  in 
which  the  cell  retracts  to  one  side  of  its  cell  space  is  a  fairly  character- 
istic feature. 


TUBEBOULOITS  LBBI0H8  IK  THB  NSBVOUS  STSTEK. 
Tuberculous  inflammation  whether  of  the  brain  or  cord  is  usually  sec- 
ondary to  tuberculous  inflammation  in  other  organs,  and  is  most  fre- 
quent as  an  extension  of  tulwrculosis  of  the  meninges.  In  the  brain  sub- 
stance it  usually  manifests  itself  in  the  formation  of  circumscribed  masses 
of  new  tissue  from  0.5  to  1  centimetre  in  diameter,  or  larger.     These  may 


Fin.  639.— Solitary  Tuderci-;  or  CnHf^HEM-vii. 
I,  Miliary  tubercltw  with  giant  cella;  6.  6.  milinry  tubordos  witlicut  giani  cells;  e,  diffusa 
liibprcle  tifwup;  d.  tvDtnl  olieesy  hibbb:  t,  nervp  liwtue  oi  llie  cerebellum. 
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be  single  or  multiple,  are  most  common  in  young  persons,  and  very  fre- 
quently occur  in  the  cerebellum  (Fig.  639).  They  are  apt  to  occur  in 
connection  with  tuberculous  inflammation  of  other  organs.  They  are 
frequently  solitary  tubercles,  each  consisting  of  a  dense  central  cheesy 
mass, -around  which  is  a  grayish  zone  containing  tubercle  granula,  nu- 
merous small  spheroidal  cells,  with  occasionally  larger  polyhedral  cells 
and  giant  cells.  They  do  not,  as  a  rule,  seem  to  be  formed  by  an  ag- 
gregation of  miliary  tubercles,  although  these  may  be  present  at  the 
periphery.  They  sometimes  suppurate  and  break  down,  and  then 
they  simulate  simple  abscesses.  Tubercle  bacilli  have  been  found  in 
these  solitary  tubercles. 

Conglomerate  and  scattered  miliary  tubercles  of  the  ordinary  form 
sometimes  occur  in  the  brain,  usually  in  connection  with  tuberculous  in- 
flammation of  the  meninges  or  ependyma. 

In  the  spinal  cord  solitary  nodules  may  determine  extensive  second- 
ary degenerations.  Multiple  tuberculous  foci  may  occur  in  the  cord. 
They  are  rare  and  usually  secondary  to  tuberculosis  of  the  spinal  me- 
ninges. 

Tuberculous  inflammation  of  nerves  is  rare  except  at  their  origins, 
where  it  is  due  to  an  extension  from  tuberculous  meninges.  When  a 
nerve  traverses  tuberculous  tissues,  it  may  be  involved  in  the  inflamma- 
tory process. 

SYPHILITIC  LESIONS  OF  THS  NEBV0T7S  SYSTEM. 

Syphilitic  lesions  of  the  nervous  system  may  occur  in  either  the  inher- 
ited or  the  acquired  form  of  the  disease.  In  the  former  they  usually 
show  themselves  early  in  life,  though  cases  have  been  reported  after 
puberty.  GasQe  in  an  examination  of  twenty-six  fcetuses  of  syphilitic 
parents  found  well-marked  syphilitic  lesions  in  four.  More  commonly 
it  is  a  tertiary  manifestation  of  the  acquired  disease  occurring  from  ten 
to  twenty  years  after  the  initial  lesion.  Less  commonly  cerebral  symp- 
toms make  their  appearance  within  a  few  months  after  the  chancre.  The 
lesion  sometimes  appears  in  the  brain  as  the  so-called  gummy  tumors. 
These  are  most  frequently  found  near  the  periphery'  of  the  brain,  are  usu- 
ally connected  with  the  meninges,  and  may  be  sharply  circumscribed. 
The  central  portion  of  the  tumor  is  apt  to  be  in  a  condition  of  cheesy 
degeneration,  while  at  the  periphery  is  fibrous  tissue  or  a  dense  infil- 
tration of  small  spheroidal  cells. 

Syphilitic  inflammation  of  the  brain  very  frequently  occurs  in  a  dif- 
fuse form,  characterized  by  the  formation  of  a  gelatinous,  grayish  tissue, 
consisting  of  a  more  or  less  homogeneous  or  granular  basement  substance, 
with  numerous  small  round  cells.  The  neighboring  nerve  elements  are 
apt  to  be  atrophied.  A  most  common  syphilitic  lesion  is  a  specific  arte- 
ritis with  or  without  the  formation  of  small  gummatous  tumors  in  the 
walls  of  the  vessels. 

Syphilitic  inflammation  in  the  cord  is  usually  secondary  to  a  similar 
process  in  the  spinal  meninges.     The  size  and  shape  of  the  gummata  are 
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modified  by  the  restriction  of  the  vertebral  canal.  The  tumors  are 
mainly  significant  from  the  more  or  less  extensive  secondary  degenera- 
tions which  they  induce. 

The  relation  of  syphilis  to  multiple  cerebral  and  spinal  sclerosis  is 
still  uncertain.  Its  relation  to  tabes  and  to  dementia  paralytica  has  been 
noted  under  their  respective  titles.  It  is  probable  that  most  or  all  of 
those  rare  cases  of  tabes  occurring  in  children  are  the  results  of  inherited 
syphilis. 

Syphilitic  inflammation  of  the  peripheral  nerves  is,  like  tuberculous 
inflammation  of  nerves,  usually  dependent  upon  an  extension  of  the 
process  either  from  the  meninges  or  from  some  tissue  through  which  the 
nerves  pass. 

ACTIK0KT008I8. 

Actinomycosis  of  the  brain  has  been  described.  It  is  a  rare  form  of 
brain  infection,  and  is  usually  secondary  to  actinomycosis  of  the  neck  or 
face.  The  condition  is  apt  to  lead  to  suppuration  and  abscess  formation. 
A  case  has  been  reported  by  Bollinger  in  which  the  disease  was  appar- 
ently primary  in  the  brain. 

LEPBOT78  IKFLAKICATION. 

This  occurs  in  the  peripheral  nerves  and  consists  in  the  formation 
within  the  nerves  of  masses  of  new-formed  tissue  somewhat  resembling 
granulation  tissue.  In  the  cells  of  this  tissue  multitudes  of  characteristic 
bacilli  are  uniformly  found  (see  Leprosy).  It  constitutes  the  variety  of 
leprosy  known  as  lepra  ansesthetica. 

TX7KOB8. 

Tumors  occurring  in  the  nervous  system  may  be  of  the  types  found 
in  the  other  organs  or  of  types  peculiar  to  nervous  tissue.  They  may  be 
primary,  or  secondary  to  similar  growths  in  other  parts  of  the  body. 

Tumors  of  the  Brain. 

Myzomay  fibroma^  lipoma^  and  osteoma  are  rare  forms  of  brain  tumor. 

Neuroglioma  Ganglionare. — This  is  a  form  of  tumor  probably  due  to 
disturbances  in  the  development  of  the  brain.  It  is  peculiar  to  nervous 
tissue  and  occurs  in  the  form  of  circumscribed  tumors  or  of  diffuse  en- 
largements of  portions  of  the  brain.  The  pia  mater  over  these  tumors 
is  unchanged  and  the  convolutions  retain  their  shape.  The  tumors 
are  formed  of  neuroglia,  in  which  are  contained  little  groups  of  ganglion 
cells  (Ziegler). 

Glioma. — This  is  the  most  common  tumor  of  the  brain,  and  like  the 
preceding  is  found  only  in  the  nervous  system.  It  occurs  with  especial 
frequency  in  children  and  young  adults.  Such  tumors  occur  in  all 
parts  of  the  brain,  but  are  found  most  frequently  in  the  cerebrum. 
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There  may  be  a  single  tumor,  or  there  may  be  several  such  tumors  in 
different  parts  of  the  brain;  some  of  them  attain  a  large  size.  Bramwell 
reports  a  case  in  which  considerably  more  than  one-half  of  a  hemisphere 
was  involved.  These  tumors  may  be  sharply  circumscribed,  or  merge 
imperceptibly  into  the  brain  substance;  sometimes  the  tumor  is  arranged 
so  as  to  form  the  wall  of  a  cyst  which  contains  clear  serum.  They  may 
be  white  and  hard;  gray,  soft,  and  gelatinous;  infiltrated  with  small 
haemorrhages  or  partly  degenerated  and  softened.  The  centre  of  a  gli- 
oma may  break  down  and  become  soft  and  necrotic  or  even  fluid.  In 
this  way  a  cyst  is  formed  having  a  wall  of  gliomatous  tissue.  The  brain 
tissue  around  these  tumors  may  be  inflamed  or  necrotic.  These  tumors 
arise  from  the  neuroglia.  The  relative  quantity  of  cells  and  fibrils  varies 
in  different  tumors.  They  are  composed  of  neuroglia  cells  and  their 
delicate  interlacing  processes  (for  minute  structure  see  **  Glioma '*).  If 
the  tissue  is  of  a  loose  formation  with  wide  meshes  between  the  fibres  it 
presents  a  myxomatous  appearance,  and  has  been  described  as  myxo- 
glioma.  When  the  cellular  elements  are  very  numerous  the  tumor  is 
often  referred  to  as  a  glio-sarcoma.  In  some  cases  the  vascularity  is  such 
a  marked  feature  that  the  name  of  telangiectatic  glioma  is  applied  to  it. 
(According  to  Ziegler,  a  simple  preponderance  of  cells,  so  long  as  they 
are  of  the  neuroglia  type,  does  not  warrant  classing  the  tumor  as  a  sar- 
coma, and  he  insists  that  the  latter  term  should  be  reserved  for  those 
gliomata  in  which  an  active  proliferation  of  the  connective  tissue  of  the 
walls  of  the  blood-vessels  occurs.)  Osier  reports  three  out  of  five  cases 
of  gliomata  as  made  up  of  large  cells  in  contradistinction  to  the  small- 
cell  variety. 

Sarcoma  occurs  in  any  part  of  the  brain.  It  may  be  single  or  multi- 
ple. The  tumors  are  composed  of  round  or  fusiform  cells  with  more  or 
less  basement  substance. 

Endothelioma  is  found  in  the  substance  of  the  brain.  The  tumors  are 
of  the  types  described  as  occurring  in  the  pia  mater. 

Angioma. — Small  collections  of  dilated  vessels  are  found  in  the  sub- 
stance of  the  brain.  They  seem  to  be  congenital  like  the  n^evi  of  the 
skin. 

Carcinoma  occurs  in  the  brain.  It  is  usually,  if  not  always,  second- 
ary to  carcinoma  in  some  other  organ. 

Tumors  of  the  Cord. 

In  the  pia  mater  of  the  cord  are  sometimes  found  small  fibromata, 
osteomata,  and  lipomata.  Multiple  fibromata  occasionally  occur  in  the 
cord  in  connection  with  multiple  fibromata  of  the  peripheral  nerves. 

Endotheliomata  of  the  types  described  as  existing  in  the  pia  mater  of 
the  brain  are  much  more  rarely  found  in  the  pia  mater  of  the  cord. 

A  fatty  sarcoma  *  of  the  pia  mater,  which  infiltrated  the  cord,  formed 
a  tumor  as  large  as  a  filbert,  and  had  for  twelve  years  caused  gradually 
increasing  paraplegia,  has  been  described. 

*  Tttmer,  Trans.  London  Path.  Soc.,  vol.  xxxix.,  p.  25,  1888. 


QiG  THE   NERVOUS   SYSTEM 

Two  curious  cases '  of  diffuse  aurcomu  and  one  of  endothelioma  of  the 
pia  mater  of  the  whole  length  of  the  cord  are  recorded.  They  occurred 
in  girls  of  four-and-a-half,  sixteen,  and  twenty-two  years  of  ape.  In  each 
case  the  pia  mater  of  the  whole  length  of  the  cord  was  diffusely  thickened 
and  studded  with  nodules.  In  two  of  the  cases  the  growth  was  com- 
posed of  round  cells,  in  the  third  case  of  large  endothelial  cells  arranged 
in  alveoli.  In  two  of  the  cases  the  clinical  symptoms  lasted  only  for 
about  three  weeks,  in  the  third  case  for  five  months.  The  acuteness 
of  the  symptoms  was  such  as  to  indicate  the  existence  of  spinal  menin- 
gitis. 

In  the  spinal  cord  itself  gUomata, fibromata,  sarcomata,  glio-sarconu- 
ta,  and  angio-sarcomata  occur,  but  are  rare. 

When  glioniatii  or  cti"-sarcomata  do  occur  in  the  spinal  cord,  the  new 
growth  is  apt  to  extend  for  some  distance  lengthwise  in  the  cord  and  to 


Pia.  640. — Stbinoohveua. 

An  irregular  cavity  in  the  gray  matter  of  the  apinal  curd,  liuni  by  a  tliick  layer  of  glioiua- 
tous  tiaatie. 

be  attended  with  the  formation  of  a  cavity;  this  condition  is  usually 
described  under  the  name  of  st/rintiomiielia. 

Cysts  may  occur  as  a  result  of  softening  or  from  unknown  causes. 
Sometimes  ver>-  long,  narrow  canals  are  found  in  the  spinal  cord,  even 
reaching  nearly  its  whole  length.  Some  of  these  are  evidently  the  di- 
lated central  canal,  as  fhey  are  lined  with  epithelium.  Others,  how- 
ever, doubtless  originate  in  hEemorrhages  (see  Ha-matoniyelopore,  p. 
SS6). 

Syringomyelia. — This  lesion  of  the  spinal  cord  consists  in  the  formation 
of  gtiomatoiis  or  glio-.iarcomatous  tissue  in  the  vicinity  of  the  central 
canal,  and  its  subsequent  partial  disintegrati<m  with  the  formation  of  one 
or  more  cavities  within  the  substance  of  the  cord  (Fig.  fi40).  These  cav- 
ities, which  are  filled  with  fluid,  vary  greatly  in  size,  shape,  and  extent, 
and,  while  usually  situated  in  the  central  region  of  the  cord,  may  involve 
the  anterior  and  posterior  cornua  and  invade  the  posterior  columns. 

■  CmjJnfui  and  Prutrur,  Trans.  l.oncli.ii  Patli.  S.i<-,.  vol.  xxxviii  .  |>.  2fi,  1S«7:  Arch.  fOr 
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There  may  be  two  communicating  cavities,  and  these  may,  but  usually  do 
not,  open  into  the  central  canal.  The  longitudinal  extent  of  these  cav- 
ities varies  greatly.  The  lower  cervical  and  upper  dorsal  regions  are  most 
frequently  involved.  The  cavity  is  usually  lined  with  tissue  somewhat 
denser  than  that  which  makes  up  the  bulk  of  the  tumor.  The  gliomatous 
or  glio-sarcomatous  tissue  which  forms  the  basis  of  the  lesion  in  syringo- 
myelia probably  originates  from  the  layer  of  neuroglia  which  surrounds 
or  extends  away  from  the  central  canal. 

Syringomyelia  is  frequently  mistaken  for  hydromyelia,  which  is  a 
congenital  malformation,  in  which  the  longitudinal  cavity  in  the  cord 
is  at  some  period  lined  with  epithelial  cells.  Syringomyelia  has  also 
been  confused  with  haematomyelopore. 

There  seems,  furthermore,  to  be  a  class  of  lesions  of  the  cord,  usually 
classed  as  syringomyelia,  in  which  cavities  of  various  forms  coexist  with 
a  tumor  in  the  vicinity  of  the  central  canal.  But  these  cavities  do  not 
appear  to  be  formed  by  a  breaking  down  of  the  tumor  tissue,  but  in  some 
other  way  as  yet  little  understood. 

Tumors  of  Nerves. 

The  tumors  of  the  nerves  may  be  divided  into  those  consisting  largely 
of  or  containing  new-formed  nerve  tissue,  true  neuromata,  and  the  so- 
called  false  neuromata,  which  are  for  the  most  part  fibromata  or  myxo- 
mata  originating  in  the  connective  tissue  of  the  nerve  (see  Neuroma). 
Myxo-sarcomata  are  less  common,  and  primary  sarcomata  rare.  The 
nerves  may  be  secondarily  involved  in  sarcomata,  or  in  carcinomata 
through  which  they  pass,  though  not  infrequently  nerves  pass  through 
these  tumors  without  being  in  the  least  involved  in  their  peculiar  struct- 
ure. Paltauf  has  described  as  endotheliomata  rare  tumors  of  the  glan- 
dula  carotica. 

PARASITES. 

Cysticercus  and  more  rarely  echinococcus  occur  in  the  brain. 

HOLES  AND  CYSTS  IN  THE  BBAIN. 

Larger  or  smaller  holes  may  be  found  in  the  brain  tissue  from  dilata- 
tion of  the  perivascular  lymph-spaces,  or  well-formed  cysts  may  exist 
as  a  result  of  haemorrhage,  inflammatory  softening,  hydatids,  etc. 

PORENCEPHALUS 

is  a  term  which  has  had  a  wide  range  of  application  to  various  defects  of 
the  brain  substance.  By  some  writers  the  term  has  been  used  to  cover 
almost  any  congenital  absence  of  brain  tissue.  By  others,  brain  defects 
not  congenital  are  included.  Its  most  common  application  is  to  certain 
quite  well-defined  congenital  conditions  in  which  there' is  an  absence  of  a 
considerable  portion  of  one  or  both  hemispheres.  These  holes  may  lie  deep 
in  the  substance  of  the  brain.     More  commonly  they  come  to  the  surface 
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making  conical  depressions  in  the  cortex,  which  the  dura  mater  bridges 
over,  but  into  which  the  pia  extends.  There  may  or  may  not  \ye  commu- 
nication with  the  ventricles.  This  condition  mav  coexist  with  various 
mental  aberrations,  hydrocephalus,  etc.  Similar  defects  may  occur  in 
the  cerebellum. 

Pineal  Gland. 

This  little  body,  about  the  size  of  a  cherry  stone,  is  composed  of  con- 
nective tissue  enclosing  cavities  which  are  filled  with  reticulated  tissue 
and  round  cells.     The  cavities  often  contain  brain  sand. 

A  small  number  of  tumors  belonging  to  the  class  of  teratoma  have 
been  described  as  originating  in  the  pineal  gland. 

Weigert*  describes  a  tumor,  about  3.5  centimetres  in  diameter,  com- 
posed of  epidermis,  hair  follicles,  hair,  sebaceous  glands,  cartilage,  fat, 
smooth  muscle,  and  cylindrical  epithelium. 

Falkson'  describes  a  chondro-cvsto-sarcoma,  5.8  centimetres  in  diam- 
eter  which  apparently  originated  in  the  pineal  gland. 

Turner'  describes  a  tumor  of  the  pineal  gland,  projecting  into  the 
third  ventricle  and  the  left  lateral  ventricle,  of  the  size  of  a  kidney.  The 
tumor  was  composed  of  fusiform  cells,  of  nerve-ganglion  cells,  of  tubules 
and  acini  lined  with  cylindrical  epithelium,  and  of  more  irregular  spaces 
filled  with  large  polygonal  cells. 

Coats*  describes  a  tumor,  three  inches  in  diameter,  growing  into  the 
third  ventricle,  the  aqueduct  of  Sylvius,  and  the  fourth  ventricle.  It 
was  composed  of  fusiform  cells,  of  tubules  lined  with  cylindrical  epi- 
thelium, of  irregular  masses  of  epithelium,  of  cartilage,  and  of  smooth 
muscle. 

Hypertrophy  with  cystic  degeneration  may  occur. 

Haemorrhage  into  the  substance  of  the  gland  has  been  described. 


Hypophjrsis  Cerebri.     ( The  Pituitary  Body. ) 

This  structure  consists  of  two  lobes;  the  anterior  lobe  is  composed  of 
a  connective-tissue  stroma  enclosing  cavities  which  are  packed  full  of 
nucleated  cells  of  various  sizes  and  shapes,  some  of  them  resembling 
nerve  cells;  the  posterior  lobe  is  composed  of  vascular  connective  tissue. 

Tumors. — Weigert*  describes  a  tumor,  as  large  as  a  hen's  egg,  which 
resembled  in  its  structure  the  normal  anterior  lobe  of  the  pituitary  body, 
and  which  he  regards  as  a  hypertrophy  of  that  body.  Weigert  also  de- 
scribes a  gummy  tumor  of  the  pituitary  body  as  large  as  a  hazelnut. 
Weichselbaum  describes  an  adenoma  of  the  pituitary  body  as  large  as  a 
pigeon's  egg,  closely  resembling  the  structure  of  the  normal  anterior  lobe 

'  Weigert,  Virch.  Arch.,  B<1.  Ixv.,  p.  212,  1875. 
^Falksan,  Ibid.,  Hd.  Ixxv.,  p.  550.  1879. 

*  Turner,  Trans.  London  Path.  Soc..  vol.  xxxvi..  p.  27,  1885. 

*  Coats,  Trans.  I.>ondon  Path.  Soc.,  vol.  xxxviii.,  j).  44,  1887. 

*  Weigert,  Virch.  Arch..  Bd.  Ixv.,  p.  219,  1875. 
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of  this  body;   a  small  lipoma;   and,  a  pituitary  body  with  colloid  cysts, 
lined  with  ciliated  epithelium.* 

Methods  of  Preparation  of  Nerve  Tissue  for  Microscopical  Study. 

The  general  methods  of  hardening  wUl  be  found  in  Part  III.  For  minute 
study  there  is  no  one  method  of  staining  and  mounting  upon  which  we  can 
rely  exclusively  for  the  study  of  all  lesions.  A  preliminary  examination  of  areas  of 
inflammatory  softening ^  or  of  the  disintegrated  tissue  in  apoplectic  clots ^  or  of  the  new- 
formed  tissue  in  chronic  hcBmorrhagic  pachymeningitis  interna,  may  be  made  by  teasing 
portions  of  the  affected  tissues  in  one-half-per-cent  salt  solution.  Or  the  tissues  in 
these  lesions,  or  in  any  others  in  which  fatty  degeneration  is  suspected,  may  be  placed 
for  twenty-four  hours  in  one-per-cent  aqueous  solution  of  osmic  acid,  and  then  washed 
and  teased  in  glycerin.  In  this  way  the  myelin  and  the  fat  will  be  stained  brown  or 
black.  Secondary  and  other  degenerations  of  medullated  nerves  may  be  studied  by 
soaking  the  nerves  for  twenty-four  hours  in  one-per-cent  solution  of  osmic  acid,  and 
then  staining  with  picrocarmine  and  teasing  and  mounting  in  glycerin. 

To  demonstrate  the  presence  of  miliary  aneurisms  in  or  about  apoplectic  clots,  it 
is  usually  necessary  to  macerate  the  brain  tissue  in  water  until  the  nerve  elements  dis- 
integrate, and  they  may  then  be  washed  away  under  a  stream  of  water,  leaving  the 
blood-vessels  with  their  aneurisms  exposed. 

Marchi's  Method. — For  studying  early  stages  of  degeneration  In  medullated  nerve 
fibres  this  method  is  invaluable.  It  depends  upon  the  fact  that  while  myelin  and  fat 
both  stain  black  when  the  fresh  nerve  fibres  are  placed  directly  into  osmic  acid,  a  pre- 
liminary soaking  in  a  solution  of  potassium  bichromate  so  affects  the  tissue  that  the 
myelin  sheaths  of  normal  fibres  no  longer  impregnate  with  osmium,  the  fat  droplets 
alone  staining.  * 

Tissues  are  first  hardened  from  one  to  three  weeks  in  MoUer's  fluid,  or  simply  in  a 
two-  or  thrce-per-cent  aqueous  solution  of  potassium  bichromate.  They  are  then 
transferred  to  a  mixture  of  one-per-cent.  aqueous  solution  of  osmic  acid  one  part, 
Mailer's  fluid  two  parts,  where  they  remain  from  three  days  to  a  week. 

By  following  the  lines  of  fat  droplets,  degenerative  changes  in  nerve  fibres  may  be 
traced  either  in  the  peripheral  nerves  or  in  the  central  nervous  system. 

Eosin-Hcematoxylin  Staining. — Suppurative  inflammation  of  the  central  nervous 
system  and  its  membranes,  or  the  connective-tissue  changes  in  general,  may  be  studied 
in  sections  from  the  tissues  hardened  in  MuUer's  fluid  and  alcohol,  stained  double  with 
hxematoxylin  and  eosin  (see  p.  983),  and  mounted  in  Canada  balsam. 

Weigert's  Method. — A  very  useful  method  of  staining  sections  of  nerve  tissue,  espe- 
cially of  the  brain  and  cord,  is  that  known  as  WeigerVs  hematoxylin  method.  The  tissue 
Is  first  well  hardened  in  MUller's  fluid. 

Blocks  of  the  hardened  tissue  are  embedded  in  celloidin  and  sections  made  in  the 
usual  way.  The  sections  are  first  soaked  for  twenty-four  hours  in  a  saturated  aqueous 
solution  of  neutral  cupric  acetate  diluted  with  an  equal  bulk  of  water,  or,  if  the  material 
has  been  kept  some  time  and  takes  the  hematoxylin  stain  with  difficulty,  a  better  result 
is  often  obtained  by  soaking  the  sections  for  from  twelve  to  twenty-four  hours  In  a  three- 
to  five-per-cent  aqueous  solution  of  bichromate  of  copper  before  staining.  They  are 
now  thoroughly  washed  twice  in  water,  then  in  alcohol,  and  then  are  transferred  to  the 
ha^matoxylin  solution,  made  as  follows: 

Hematoxylin  crystals 1  gm. 

Alcohol,  97  per  cent 10  c.c. 

Water 90     *' 

Saturated  aqueous  solution  lithium  carbonate 1     " 

In  this  solution  the  sections  remain  for  two  hours.  (If  the  finer  fibres  of  the  cere- 
bral cortex  are  to  be  brought  out,  the  sections  must  remain  for  twenty-four  hours  in  the 

*  For  an  extended  study  of  tumors  of  the  hypophysis  see  monograph  of  fUrdheim,  Sitzungs- 
ber.  d.  kaw.  Akad.  d.  Wiss.  in  Wien,  Math.-naturw.  Kl.,  Bd.  cxiii  .  Abth.  3,  1904. 
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hirmatoxylln  solution.)     The  sections  are  now  thoroughly  wiisheil  In  two  or  three 
waters  and  transferred  to  the  bleaching  solution,  comix>se<.l  a.s  follows: 

Potassium  ferrlcyanlde 2.5  gm. 

Sodium  bll)orate* 2        '* 

Water 20()      c.c. 

In  this  fluid  the  sections  discharge  a  brownish  color,  and  they  remain  In  It  until  the 
gray  matter  has  a  distinct  yellow  color  and  the  white  matter  Ls  bluish-black.  The 
time  required  to  produce  this  effect  varies  considerably,  and  Is  usually  from  half  an 
hour  to  an  hour.  The  se?tlons  are  now  washed,  dehydrated  with  alcohol,  cleared  up  in 
oil  of  cloves  or  oil  of  origanum,  and  mounted  In  balsam.  The  sections  may  be  stained  in 
alum  carmine  ixjfore  dehydration,  to  bring  out  the  nuclei.  In  sections  stained  by  this 
method  the  gray  matter,  connective-tissue  elements,  and  ganglion  cells  have  a  yellow 
or  yellowLsh-brown  color,  the  axis  cylinders  are  uncolored  or  have  a  slight  yellowish 
tint,  while  the  medullary  sheaths  are  bluLsh-black  or  bhick. 

NissVs  Staining  Method. — There  are  several  variations  of  this  method,  but  the  fol- 
lowing gives  good  results  In  most  cases: 

The  essential  feature  of  the  so-called  Nlssl's  method  is  the  application  of  the  anllin 
dyes  to  the  staining  of  certain  structural  elements  In  the  nucleus  and  cytoplasm,  which 
are  distinguished  from  the  other  structures  of  the  cell  by  a  differentiating  decolorlza- 
tlon  with  alcohol. 

Methylene  blue  Ls  the  most  generally  iLseful  of  the  anllin  dyes  for  this  purpose. 

The  specimens  should  have  l)een  carefully  hardenecl  In  sublimate  solution  or  In 
alcohol  or  In  formalin. 

Very  thin  sections  are  stained  In  one-per-cent  solution  of  methylene  blue.  The 
staining  may  be  effected  on  a  slide  on  which  the  sections  are  floating  In  the  l)lue  solu- 
tion by  gently  heating  over  a  lamp  until  the  fluid  steams. 

The  sections  are  now  transferred  to  a  mixture  of  alxsolute  alcohol  90  parts,  with 
anllin  oil  10  parts,  In  which  the  differentiation  Is  effected  by  the  use  of  successive  fresh 
portions  of  fluid  until  slight  but  distinct  differentiation  in  color  Ls  seen  between  the  gray 
and  white  matter  of  the  nerve  tissue.  The  exact  degree  of  decolorizat ion  which 
gives  the  [yest  pictures  will  be  leiirned  by  practice  of  the  method.  In  most  ca«*es  the 
use  of  ala)hol  alone  without  anllin  oil  Is  preferable  to  the  mixture,  and  In  any  case 
the  sections  should  always  be  washetl  In  strong,  pure  alcohol  before  passing  on  to  the 
xylol.  The  sections  are  now  freed  from  the  bulk  of  the  alcohol  upon  the  slide,  cleared 
in  xylol,  and  mounted  In  dammar  varnish,  in  which  the  color  Is  apt  to  be  preserved 
better  than  in  balsam.  By  this  procedure  the  chromophillc  bo<lies  In  the  cv'toplasm  of 
ganglion  cells  are  sharply  differentiated,  and  thus  abnormal  conditions  may  be  detected 
In  them  (see  Plate  XIII.). 

A  contrast  stain  with  erythrosln  (Held  *)  Is  useful  In  demonstrating  cell  structures 
which  are  not  visible  with  the  simple  Nlssl  staining.     This  may  be  securetl  as  follows: 

The  sections  are  first  warmed  from  one  to  two  minutes  in  the  following  solution: 
er3rthro8ln,  gm.  1;  acetone,  gtt.  Ij.;  aqua  dest.,  150  c.c.  They  are  then  washed  thor- 
oughly In  water  and  transferred  to  a  solution  consisting  of  equal  parts  of  Xlssl's  methyl- 
ene-blue  solution  and  a  five-per-cent  aqueous  solution  of  acetone.  In  this  they  are 
warmed  until  the  odor  of  acetone  ceases  to  be  given  off.  The  sections  are  decolorized 
in  a  one-tenth-per-cent  solution  of  alum  until  they  appear  red  In  color,  and  are  then  de- 
hydrated In  alcohol  and  cleared  and  mounted  In  the  usual  way. 

■Held,  Arch.  f.  Anat.  uml  Phys.,  Anat.  Abt.,  1895,  p.  396,  1897,  p.  204. 
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CHAPTER  I. 

THE  METHOD  OF  MAKING  FOST-MOBTEM 

EXAMINATIONS. 

Qeneral  Considerations. 

The  object  in  making  a  post-mortem  examination  may  be  to  deter- 
mine whether  a  person  has  died  from  violence  or  poisoning;  to  account 
for  a  sudden  death;  or  to  study  the  lesions  of  disease.  In  any  case  the 
examination  should  include  all  the  important  parts  of  the  body,  not 
merely  a  suspected  organ,  and  the  results  should  be  recorded  at  the  time 
the  examination  is  made. 

Great  care  is  necessary  in  endeavoring  to  ascertain  the  cause  of  death 
when  the  clinical  history  is  imperfect  or  unknown.  Mechanical  injuries 
which  destroy  life  by  abolishing  the  function  of  one  of  the  important 
viscera,  are  relatively  infrequent.  Most  of  the  lesions  found  after  death 
are  rather  the  marks  of  disease  than  the  cause  of  death.  We  do  not 
know,  for  example,  how  great  a  degree  of  meningitis,  or  of  pneumonia, 
or  of  endocarditis,  or  of  cirrhosis,  or  of  nephritis  necessarily  leads  to 
death.  On  the  contrary,  one  patient  may  recover  with  an  extent  of 
lesion  which  is  sufficient  to  destroy  the  life  of  another.  So  with  acci- 
dents; there  is  often  no  evident  reason  why  fractures  of  the  skull  or  of 
the  pelvis  should  destroy  life,  yet  they  usually  do.  In  some  of  the  in- 
fectious diseases,  such  as  typhoid  fever,  the  visible  lesions  cannot  always 
be  called  the  cause  of  death.  Sudden  deaths  of  persons  apparently  in 
good  health  are  often  particularly  obscure.  In  many  of  them  we  have 
to  acknowledge  that  we  can  find  no  sufficient  cause  for  the  death.  This 
is  of  course  due  to  our  imperfect  knowledge,  but  it  is  much  better  in 
such  cases  to  avow  ignorance  than  to  attribute  the  death  to  some  trifling 
lesion.  The  brain  and  the  heart  are  the  organs  which  are  especially  capa- 
ble of  giving  symptoms  during  life,  without  corresponding  lesions  after 
death.  Very  well-marked  cardiac  or  cerebral  symptoms  may  continue 
for  days  or  months,  and  apparently  destroy  life,  and  yet  after  death 
we  find  no  corresponding  anatomical  changes.*  But  it  should  be  re- 
membered that  recent  advances  in  our  knowledge  of  the  cell,  which  an 
improved  technique  in  hardening  and  preparation  has  greatly  fostered, 
have  already  shown  that  under  various  abnormal  conditions  the  cells, 
especially  of  the  nervous  system,  may  undergo  morphological  changes  of 
great  significance,  without  perceptible  alteration  in  the  gross  appearance 
of  the  affected  part,  changes  which  even  the  microscopical  examinations 
of  the  past  have  failed  to  disclose.     So  that  while  there  often  appears  to 

'  See  Sudden  Death,  p.  418. 
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be  a  wide  discrepancy  between  symptoms  and  lesions,  with  the  increase 
of  knowledge  the  scope  of  this  discrepancy  is  steadily  narrowing.  It  is 
the  novice  in  post-mortem  examinations  who  is  particularly  apt  to  mis- 
take for  lesions  ordinary  post-mortem  alterations  or  the  effects  of  em- 
balming processes. 

The  cause  of  death  is  not  always  to  be  found  in  the  organ  primarily 
affected  or  which  shows  the  most  pronounced  lesions.  Thus  chronic  dif- 
fuse nephritis  may  exist  for  years  with  more  or  less  marked  symptoms  of 
disease.  But  death  may  finally  be  due  to  a  weakened  heart  which  was 
secondarily  involved,  or  occur  in  ursemic  convulsions,  the  brain  showing 
no  lesions  at  all.  It  is  desirable,  therefore,  and  in  the  majority  of  cases 
possible,  to  differentiate  between  obvious  lesions  and  the  cause  of  death. 

External  Inspection. 

Before  commencing  the  examination  of  the  internal  viscera  an  inspec- 
tion should  be  made  of  the  external  surface  of  the  bodv.  The  minute- 
ness  of  this  inspection  will  depend  upon  the  character  of  the  case.  In 
the  case  of  an  unknow^n  person,  or  of  one  suspected  to  have  died  from 
unnatural  causes,  it  is  necessary  to  search  for  and  record  not  only  all 
contusions,  wounds,  etc.,  their  size,  situation,  and  condition,  but  also 
deformities  from  disease  and  any  physical  peculiarities  of  hair,  eyes, 
teeth,  moles,  etc.,  by  which  the  person  may  be  identified.  In  such  cases 
it  is  well,  if  possible,  to  photograph,  weigh,  and  measure  the  body.  In 
cases  of  doubtful  identity  it  is  sometimes  wise  to  make  a  wax  or  plaster 
cast  of  the  outside  of  the  teeth  and  jaws.  In  ordinary  examinations  we 
note  the  general  nutritive  condition  of  the  body,  and  look  for  evidences 
of  external  injury,  for  skin  diseases,  ulcers,  oedema,  gouty  deposits,  ab- 
scesses, enlarged  lymph-nodes,  etc.  The  external  organs  of  generation 
should  be  searched  for  syphilitic  lesions. 

It  is  well  to  weigh  the  body,  since  the  significance  of  the  weight  of 
the  individual  organs  is  often  closely  dependent  upon  the  relationship 
of  their  weight  to  that  of  the  entire  body. 

Cadaveric  Lividity. — It  is  usual  to  find  certain  changes  in  the  exter- 
nal appearances  of  the  l>ody,  which  are  due  to  the  cessation  of  life  and 
the  commencement  of  decomposition.  We  speak  now  of  bodies  which 
have  not  been  buried,  but  which  have  been  kept  in  the  ordinary  way, 
lying  on  the  back,  and  loosely  covered  with  a  shroud  or  dressed  with  the 
ordinary  clothing. 

After  life  becomes  extinct,  and  before  the  blood  coagulates,  it  changes 
its  position  chiefly  in  two  ways:  first,  it  is  driven  by  their  contraction 
out  of  the  arteries  into  the  veins;  second,  it  settles  in  the  veins  and 
capillaries  of  the  more  dependent  parts  of  the  body,  inducing  usually 
within  a  few  hours  after  death  a  mottling  of  the  surface  with  irregular 
livid  patches.  These  patches  may  coalesce,  forming  a  uniform  dusky- 
red  color  over  the  back  of  the  trunk,  head,  and  extremities,  and  some- 
times over  the  ears,  face,  and  neck.  The  same  effect  is  observed  on  the 
anterior  aspect  of  the  body  if  it  has  lain  on  the  face.     At  points  of  press- 
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ure,  from  folds  in  the  clothing,  or  from  the  weight  of  the  body  on  the 
table,  the  red  color  is  absent  or  less  marked.  These  changes  occur  be- 
fore putrefaction  sets  in.  This  cadaveric  lividity  or  hypostasis  should 
not  be  mistaken  for  ante-mortem  ecchymosis,  from  which  it  may  usually 
be  readily  distinguished  by  its  position  and  extent,  by  the  fact  that  the 
surface  of  the  skin  is  not  elevated,  and  by  the  fact  that  on  incision  no 
blood  is  found  free  in  the  interstices  of  the  tissues.  Not  infrequently 
the  subcutaneous  tissue  in  the  vicinity  of  these  post-mortem  hypostases 
becomes  infiltrated  with  reddish  serum.  Ver>'  soon  after  death,  particu- 
larly in  warm  weather,  the  tissues  immediately  around  the  subcutaneous 
veins  of  the  neck  and  thorax,  and  in  other  situations,  may  become 
stained  of  a  bluish-red  color  from  the  decomposition  and  escape  from 
the  vessel  of  the  coloring  matter  of  the  blood.  If  the  epidermis  has 
been  detached  at  any  point,  the  skin  beneath  soon  becomes  dry  and 
brown. 

Putrefactive  Changes. — Usually  in  from  one  to  three  days,  depending 
upon  circumstances,  a  greenish  discoloration  of  the  skin  appears,  at  first 
upon  the  middle  of  the  abdomen,  over  which  it  gradually  spreads,  assum- 
ing a  deeper  hue  and  often  changing  to  a  greenish  purple  or  brown. 
Greenish  patches  may  now  appear  on  different  parts  of  the  body,  earliest 
upon  those  overlying  the  internal  cavities;  this  discoloration  is  probably 
produced  by  the  action  on  the  haemoglobin  of  gases  developed  by  decom- 
position. The  eyeballs  now  become  flaccid,  and  if  the  eyelids  are  not 
closed  the  conjunctiva  and  cornea  become  brown  and  dry.  The  pressure 
of  gases  developed  by  decomposition  in  the  internal  cavities  not  infre- 
quently forces  a  greater  or  less  quantity  of  frothy,  reddish  fluid  or  mucus 
from  the  mouth  and  nostrils,  distends  the  abdomen,  and,  if  excessive, 
may  lead  to  changes  of  position  of  the  blood  in  the  vessels,  and  even  a 
moderate  amount  of  displacement  of  the  internal  organs.* 

After  a  varying  period,  sometimes  within  five  or  six  days,  the  entire 
surface  of  the  body  may  be  discolored,  green  or  brown.  Then  the  epi- 
dermis may  become  loosened  by  the  accumulation  of  gases  and  fluids  be- 
neath and  the  tissues  become  flaccid.  The  abdomen  may  be  greatly  dis- 
tended and  the  features  distorted  from  swelling.  The  rapidity  with 
which  these  changes  occur  depends  upon  various  conditions.  Thus  an 
elevated  temperature  and  the  presence  of  air  and  moisture  hasten  the 
advent  and  progress  of  putrefaction. 

The  bodies  of  infants  usually  decompose  more  rapidly  than  those  of 
adults,  fat  bodies  more  quickly  than  lean  ones.  The  infectious  diseases, 
intemperance,  and  the  puerperal  condition  promote  rapid  decomposition, 
as  does  also  death  from  suffocating  gases.  Poisoning  by  arsenic,  alco- 
hol, antimony,  sulphuric  acid,  strychnin,  and  chloroform  may  retard  the 
progress  of  decomposition.  Burial  in  dry  soil  and  submersion  in  water 
also  retard  the  progress  of  decay.' 

'  In  ra.<«es  with  the  early  and  marked  formation  of  gas  in  the  tissues  and  organs,  especially 
in  the  liver,  the  possibility  of  infection  with  Bacillus  al-rogencs  capeulatus  should  be  borne 
in  mind.     Sc^e  p.  279. 

'  For  a  study  of  bacteria  in  the  blood  of  the  catlaver  aee  OUoUnghi,  Vierteljalu'esschrift 
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Cooling  of  the  Body. — After  death  the  chemical  changes  upon  which 
the  maintenance  of  the  temperature  depends  rapidly  diminish,  and  the 
body  gradually  cools  to  the  temperature  of  the  surrounding  medium. 
This  usually  occurs  in  from  about  fifteen  to  twenty  hours,  but  the  time 
required  depends  upon  a  variety  of  conditions.  Immediately  after  death 
there  is,  in  nearly  all  cases,  a  slight  elevation  of  internal  temperature, 
owing  to  the  fact  that  the  metabolic  changes  in  the  tissues  still  continue 
for  a  time,  while  the  blood  ceases  to  be  cooled  by  passing  through  the 
lungs  and  peripheral  capillaries.  After  death  from  certain  diseases — 
yellow  fever,  cholera,  rheumatic  fever,  and  tetanus — a  considerable  ele- 
vation of  internal  temperature  has  been  repeatedly  observed.  The  time 
occupied  by  the  cooling  of  the  body  may  be  prolonged  after  sudden  death 
from  accidents,  acute  diseases,  apoplexy,  and  asphyxia.  A  number  of 
cases  are  recorded  in  which  the  body  retained  its  heat  for  several  days, 
without  known  cr-use. 

After  death  from  wasting  chronic  disease,  and  in  some  cases  after 
severe  haemorrhages,  the  cooling  of  the  body  is  very  rapid,  the  internal 
temperature  being  reduced  to  that  of  the  surrounding  air  within  four  or 
five  hours.  Fat  bodies  cool  less  quickly  than  lean  ones,  the  bodies  of 
well-nourished  adults  less  quickly  than  those  of  children  or  old  persons. 
The  temperature  of  the  surrounding  medium,  and  the  degree  of  protection 
of  the  body  from  currents  of  air,  of  course,  modify  the  progress  of  cool- 
ing; and  the  internal  organs  naturally  retain  their  heat  longer  than 
the  surface  of  the  body.  The  rate  at  which  cooling  occurs  is  most  rapid, 
as  a  rule,  during  the  hours  immediately  following  death,  notwithstanding 
the  post-mortem  rise  which  may  ensue. 

It  will  thus  be  seen  that,  if  required  to  pronounce  upon  the  time 
which  has  elapsed  since  death  in  a  given  case,  we  can  do  so  only  approxi- 
mately. It  is  necessary  to  take  into  account  all  of  the  above-mentioned 
conditions  which  modify  the  rate  of  cooling  of  the  body,  and  then  we 
may  be  able  to  state  only  the  probabilities  of  the  case.  It  is  furthermore 
unsafe  in  any  case  to  infer  the  cause  of  death  from  the  rate  of  cooling  of 
the  body. 

Rigor  Mortis. — Death  is  usually  succeeded  immediately  by  a  period  of 
complete  muscular  relaxation.  The  jaw  drops  and  the  limbs  become 
flaccid.  The  muscles  may  retain  for  two  or  three  hours,  however,  the 
capacity  of  contracting,  on  the  application  of  appropriate  stimuli.  On 
the  average,  within  six  hours  the  muscles  become  firm  and  rigid.  This 
post-mortem  rigidity  is  called  rigor  mortis.  On  the  occurrence  of  the 
rigor  mortis  the  muscles  becomes  fixed  in  whatever  position  they  may 
have  had  at  the  time  of  its  occurrence.  It  usually  begins  in  the  muscles 
of  the  eyelids,  extends  to  those  of  the  back  of  the  neck  and  lower  jaw, 
then  to  the  face  and  neck,  and  thence  passing  downward  affects  the  mus- 
cles of  the  thorax  and  lower  extremities.     It  usually  disappears  in  the 

f.  gerichtl.  Medicin.  Bd.  iv.,  Suppl. ;  see  also  Babes,  "Les  maladies  infectieuses  en  mMecine 
I^ale,"  Annalos  d'Hygit^ne  Publique,  t.  xli.,  p.  193,  1899. 

Concerning  the  conversion  of  the  body  into  adipocere  see  Ewing,  Peterson  and  Haines' 
"Text-book  of  Legal  Medicine."  vol.  i.,  p.  138;  see  also  Ascarelli,  Vierteljahresschrift  f. 
gerichtl.  Med.,  Bd.  xxxii.,  p.  219,  1906. 
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same  order.  Although  commencing  on  the  average  six  hours  after  death, 
it  may  set  in  at  once  or  be  delayed  for  twenty-four  hours  or  more.  It 
may  pass  off  very  rapidly,  in  rare  cases  in  from  one  to  three  hours;  or 
it  may  persist  for  two  or  three  weeks  or  longer.  It  may  be  said  in  gen- 
eral that  the  average  time  of  its  disappearance  is  within  twenty-four  or 
forty-eight  hours  after  its  occurrence,  depending  on  temperature,  its 
intensity,  the  mode  of  death,  the  period  of  its  advent,  etc.  Caspar 
states  that  in  foetuses  before  term  he  has  never  observed  rigidity,  and 
that  in  young  children  it  is  feeble  and  of  short  duration.  Its  occurrence 
and  phenomena  may  be  in  some  cases  of  the  highest  medico-legal  impor- 
tance; but  its  careful  observation  does  not,  with  our  present  knowledge 
of  its  significance,  appear  essentially  to  further  the  aims  of  the  practical 
pathologist.* 

Contusions. — It  is  often  important  to  determine  whether  violence  has 
been  inflicted  upon  a  body  before  death.  In  regard  to  this  point,  we 
must  remember,  first,  that  blows  and  falls  of  sufficient  violence  to  fract- 
ure bones  and  rupture  the  viscera  may  leave  no  marks  on  the  skin,  even 
though  the  person  has  survived  for  several  days;  and,  second,  that  there 
are  post-mortem  appearances  which  simulate  ante-mortem  bruises.  A 
severe  contusion  during  life  may  present,  at  first,  no  mark  or  only  a 
general  redness.  After  a  short  time  the  injured  part  becomes  swollen 
and  of  a  red  color;  this  color  may  be  succeeded  by  a  dark  blue,  and  this 
in  turn  fade  into  a  greenish-yellow  or  yellow;  these  later  appearances 
are  due  to  an  escape  of  blood  from  the  vessels  and  to  a  subsequent  de- 
composition of  haemoglobin.  If  therefore  we  cut  into  such  an  ecchy- 
mosis  after  death,  we  find  extravasated  blood  or  the  coloring  matter  of 
the  blood,  in  the  form  of  pigment  granules,  free  in  the  tissues.  Post- 
mortem discolorations,  on  the  other  hand,  although  their  external  ap- 
pearance may  resemble  that  of  ante-mortem  ecchymosis,  are  not  formed 
by  an  extravasation  of  blood,  but  by  a  circumscribed  congestion  of  the 
vessels  or  by  an  escape  of  blood-stained  serum.  If  we  cut  into  such  dis- 
colorations, therefore,  we  find  no  blood  outside  the  vessels.  Care  should 
be  taken  not  to  mistake  the  lesions  of  hemorrhagic  infection  for  trau- 
matic ecchymoses. 

Blows  on  the  skin  of  a  body  which  has  been  dead  for  not  more  than 
about  two  hours  may  produce  true  ecchymoses  with  extravasation  of 
blood,  such  as  can  be  distinguished  with  great  difficulty  or  not  at  all 
from  those  formed  during  life.  If  putrefactive  changes  be  present,  the 
difficulty  of  distinguishing  between  ante-mortem  and  post-mortem  bruises 
is  greatly  enhanced. 

Hanging  and  strangulation  are  attended  with  the  formation  of  marks 
on  the  neck  which  are  described  in  works  on  forensic  medicine.  These 
marks  must  not  be  confounded  with  the  natural  creases' of  the  skin  of 
the  neck.  Many  adults  during  life  have  creases  of  the  skin  of  the  neck, 
one  or  more  in  number,  running  downward  from  the  ear  under  the  chin 

*  For  further  details  concerning  rigor  mortis,  putrefactive  changes,  particularly  the  later 
Htages),  and  the  phenomena  of  cooling  of  the  body,  see  Tidj/f  ''L^al  Medicine,"  vol.  i.,  or  other 
works  on  medical  jurisprudence. 
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or  encircling  the  neck.  After  death  these  creases  may  be  much  more 
evident  than  during  Ufe,  and  may  be  rendered  more  decided  by  the  posi- 
tion of  the  head  and  the  freezing  of  the  body.  They  usually  persist 
until  the  skin  putrefies. 

Wotmds. — We  should  notice  the  situation,  extent,  and  direction  of  a 
wound,  the  condition  of  its  edges  and  the  surrounding  tissues.  .  If  it  be 
a  deep,  penetrating  wound,  its  course  and  extent  should  be  ascertained  by 
careful  dissection  rather  than  by  the  use  of  a  probe. 

If  the  edges  of  a  wound  be  inflamed  and  suppurating,  or  commencing 
to  cicatrize,  it  must  have  been  inflicted  some  time  before  death.  In  a 
wound  inflicted  a  short  time  before  death,  the  edges  are  usually  everted: 
there  may  be  more  or  less  extravasation  of  blood  into  the  surrounding 
tissues,  and  the  vessels  contain  coagula;  but  sometimes  none  of  these 
changes  are  observed.  The  chief  characteristics  of  a  wound  inflicted 
after  death  are  absence  of  a  considerable  amount  of  bleeding,  non-re- 
traction of  the  edges,  and  the  absence  of  extravasation  of  blood  into  the 
tissues.  But  a  wound  inflicted  within  two  hours  after  death  may 
resemble  very  closely  one  received  during  life.  In  general,  unless  a 
wound  is  old  enough  for  its  edges  to  present  inflammatory  changes, 
we  must  be  very  careful  in  asserting  its  ante-mortem  or  post-mortem 
character. 

Fractures. — It  may  be  important  to  determine  whether  a  bone  was 
fractured  before  or  after  death.  This  point  cannot  always  be  decided. 
Fractures  inflicted  during  life  are,  as  a  rule,  attended  with  more  extrava- 
sation of  blood  and  evidences  of  reaction  in  the  surrounding  tissues;  but 
fractures  produced  within  a  few  hours  after  death  may  resemble  these 
very  closely.  Usually  a  greater  degree  of  force  is  necessary  to  fracture 
bones  in  the  dead  than  in  the  living  body. 

Scars  and  Tattoo  Marks. — ^The  presence  and  character  of  cicatrices 
should  be  noticed.  Scars  produced  by  any  considerable  loss  of  substance 
may  become  very  much  smaller  and  less  conspicuous,  but  never  entirely 
disappear.  Slight  and  superficial  wounds,  however,  leave  marks  which 
may  not  be  permanent.  The  discoloration  produced  by  tattooing  may, 
although  it  rarely  does,  disappear  during  life. 


Internal 

After  completing  the  external  inspection  of  the  body,  we  commence 
the  internal  examination.  In  order  that  this  examination  may  be  made 
both  thoroughly  and  rapidly,  we  should  follow  a  regular  method.  The 
method  should  be  such  as  will  enable  us  to  examine  the  relations  of  parts 
to  one  another,  without  seriously  disturbing  them,  and  to  remove  and 
inspect  the  organs  in  such  an  order  and  manner  as  will  not  interfere  with 
the  examination  of  parts  which  are  to  follow.     In  certain  cases  it  may 

*  For  sizes  and  weights  of  various  organs,  Bn<\  other  data,  see  Vierordt'a  '*  Ana  torn.  PhyadL 
und  Physikalische  Daten  u.  Tabellen/'  3d  ed.,  1906.  For  a  study  of  the  weights  of  the 
\'iscera  in  infancy  and  childliood  see  Bovaird  and  NicoU,  Arch,  of  Pediatrics,  vol.  xxiiL,  pw 
641.  1906. 
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be  necessary  to  depart  from  the  regular  method;  ^  but,  as  a  rule,  the 
following  plan  will  be  found  most  advantageous. 

It  is  important  to  remember  the  difference  between  the  distribution 
of  the  blood  in  the  body  during  life  and  after  death.  During  life  the 
blood  is  in  constant  motion  and  is  distributed  in  a  regular  way  in  the 
heart,  capillaries,  arteries,  and  veins.  Inflammations  and  obstructions 
to  the  circulation  may  disturb  this  natural  distribution  and  produce  con- 
gestion of  particular  parts  of  the  body.  After  death  the  blood  ceases  to 
circulate;  it  leaves  the  left  cavities  of  the  heart,  the  arteries  and  capil- 
laries, and  collects  in  the  veins  and  the  right  cavities  of  the  heart.  Ac- 
cording to  the  character  of  the  disease  which  causes  death,  coagulation 
of  the  blood  takes  place  more  or  less  extensively  and  at  an  earlier  or 
later  period.  The  local  congestions  which  existed  during  life  often  dis- 
appear after  death.  On  the  other  hand,  local  congestions  are  found  after 
death  which  did  not  exist  during  life.  Thus,  after  death  the  scalp  often 
contains  a  large  amount  of  venous  blood.  The  veins  of  the  pia  mater 
and  the  sinuses  of  the  dura  mater  may  be  filled  with  blood.  The  mucous 
membrane  of  the  larynx  and  trachea  may  appear  to  be  deeply  congested. 
The  lungs  are  congested  if  the  patient  has  been  comatose  for  some  hours 
before  death.  All  the  tissues  of  the  back  and  the  membranes  of  the 
spinal  cord  are  often  gorged  with  venous  blood.  The  right  auricle  and 
ventricle  of  the  heart  may  contain  fluid  or  clotted  blood  in  considerable 
quantity. 


The  scalp  is  divided  by  an  incision  across  the  vertex,  from  ear  to  ear. 
The  flaps  are  dissected  forward  and  backward,  taking  up  the  temporal 
muscles  wuth  the  skin  and  leaving  the  pericranium  attached  to  the  bone. 
The  internal  surface  of  the  scalp  and  the  pericranium  are  to  be  searched 
for  ecchymoses  and  inflammatory  lesions. 

A  circular  incision  is  now  made  through  the  cranium  with  a  saw. 
The  incision  should,  in  front,  pass  through  a  point  about  three  and  one- 
half  inches  above  the  bridge  of  the  nose;  behind,  through  the  occipital 
protuberance.  Care  should  be  taken  not  to  cut  through  the  dura  mater 
with  the  saw.  When  the  roof  of  the  cranium  is  thus  entirely  loosened, 
a  stout  hook  is  introduced  under  the  upper  edge  of  the  calvarium,  and 
this  is  wrenched  off  with  a  jerk. 

Sometimes  the  dura  mater  is  so  firmly  adherent  to  the  calvarium  that 
the  latter  cannot  be  torn  from  it  without  injury  to  the  brain.  In  this 
case,  and  also  if  the  dura  mater  should  have  been  accidentally  cut 
through  by  the  saw  in  making  the  circular  incision,  the  dura  mater  may 
be  cut  through  at  the  level  of  the  cranial  incision,  and  the  brain  removed 
with  the  calvarium  and  separated  afterward.  Or,  which  is  better,  in 
addition  to  the  circular  incision,  a  longitudinal  incision  is  made,  from 
front  to  back,  about  three-quarters  of  an  inch  to  one  side  of  the  median 

*  Sometimes  the  thoracic  or  abdominal  viscera  or  both  together  may  wisely  be  taken 
out  in  mass.  Sec  for  advantages  of  tliis  method  Ildler,  Vierteljahrssch.  f.  gerichtl.  Med.. 
Bd.  xxvii.,  p.  110. 
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line  of  the  skull,  and  a  segment  of  bone  removed.  The  knife  blade  may 
now  be  inserted  from  the  open  side,  and  the  dura  cut  away  from  the 
skull-cap  along  the  line  of  the  longitudinal  sinus,  where  the  adhesions  are 
apt  to  be  most  firm. 

We  should  notice  whether  or  not  the  calvarium  is  symmetrical.  The 
cranial  bones  increase  in  size  by  a  growth  of  bone  at  the  edges  of  the  su- 
tures. If  any  suture  become  completely  ossified  and  closed  prematurely, 
the  bones  will  be  unequally  developed.  The  thickness  and  density  of 
the  cranial  bones  vary  considerably  within  the  limits  of  health.  There 
are  often  deep  depressions  on  the  inner  surface  of  the  skull  along  the 
sagittal  suture,  caused  by  the  pressure  of  the  Pacchionian  bodies,  and  of 
no  pathological  significance.  We  should  observe  the  blood  content  of 
the  bone,  determine  the  existence  or  absence  of  fractures,  inflammatory 
lesions,  exostoses,  etc. 

The  Dura  Mater  is  now  exposed.  It  is  more  or  less  adherent  to  the 
calvarium;  a  moderate  amount  of  adherence,  especially  in  old  persons, 
does  not  denote  disease.  Verv  extensive  and  firm  adhesions  are  usuallv 
produced  by  inflammation.  Near  the  median  line  the  Pacchionian  bodies 
often  project  through  the  dura  mater  and  may  produce  indentations  in 
the  internal  surface  of  the  calvarium.  We  must  look  for  clots  and  for 
tumors  and  for  inflammatory  lesions  on  the  external  surface  of  the  dura 
mater.  The  longitudinal  sinus  should  be  laid  open  and  its  contents  ex- 
amined. A  circular  incision  is  then  made  through  the  dura  mater  in  a 
line  corresponding  to  the  cranial  incision;  the  falx  is  divided  between 
the  anterior  lobes  of  the  brain,  and  the  entire  membrane  drawn  back. 
We  should  observe  the  existence  of  abnormal  adhesions  of  the  dura  mater 
to  the  pia  mater,  bearing  in  mind  that  a  moderate  amount  of  adhesion 
along  the  longitudinal  fissure  is  normal.  The  internal  surface  of  the 
dura  mater  is  to  be  examined  for  the  products  of  inflammation  and  for 
tumors. 

The  Pia  Mater  covering  the  convex  surface  of  the  brain  is  now  ex- 
posed. The  degree  of  congestion,  and  the  existence  of  serum,  pus,  or 
blood,  beneath,  within,  or  upon  it,  are  now  to  be  ascertained  before  the 
brain  is  removed.  The  pia  mater  in  old  persons  frequently  loses  its 
transparency  and  becomes  thick  and  white;  this  change  is  most  marked 
along  the  longitudinal  fissure  and  large  vessels.  Marked  and  general 
thickening  of  the  pia  mater  is  the  result  of  chronic  inflammation.  Along 
the  longitudinal  fissure,  and  sometimes  at  a  considerable  distance  from  it, 
we  usually  find  small,  elevated,  whitish  nodules,  which  are  the  Pacchio- 
nian bodies  and  are  normal  in  the  adult. 

The  amount  of  serum  beneath  the  pia  mater  varies.  A  considerable 
amount,  especially  in  cachectic  persons,  may  exist  without  brain  disease. 
Clear  serum,  raising  the  pia  mater  and  separating  the  convolutions  of  the 
brain,  may  be  simply  dropsical  or  due  to  chronic  meningitis.  Turbid 
and  purulent  serum,  beneath  and  in  the  pia  mater,  is  due  to  acute 
or  chronic  meningitis.  The  degree  of  flatness  of  the  surface  of  the 
convolutions  should  be  observed  before  removing  the  brain;  for,  when 
marked,  it  affords  an  important  indication  of  pressure,  from  hsemor- 
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rhage,  inflammatory  products,  infernal  fluid  effusions,  and  tumors.  The 
pia  mater  should  be  carefully  examined  for  miliary  tubercles. 

The  Brain. — After  examining  the  convex  surface  of  the  brain,  the  an- 
terior lobes  of  the  cerebrum  are  to  be  pulled  gently  backward,  the 
nerves,  vessels,  and  tentorium  severed,  and  the  medulla  cut  squarely 
across,  as  low  down  as  possible.  The  brain  is  now  removed  from  the 
cranium  by  passing  the  fingers  of  one  hand  down,  beneath,  and  behind 
the  lobes  of  the  cerebellum,  and  drawing  the  brain  out,  supporting  the 
convexity  with  the  other  hand. 

The  adult  brain  in  the  male  weighs  on  the  average  a)x>ut  1,400  grams; 
that  of  the  female,  about  155  grams  less.     The  average  proportional 
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Fia.  641. — Side  View  or  the  Hchan  Brain,  Showing  its  FisBtmes  akd  Cdnvolutto.vb. 

weight  of  the  brain  to  that  of  the  body  is  about  one-fort y-fifth,  although 
in  this,  as  in  the  absolute  weight,  there  is  considerable  variation.' 

The  exact  situation  of  any  lesion  which  is  apparent  externally  should 
be  described  by  its  relation  to  the  lobes,  fissures,  convolutions,  and  sulci 
(Fig.  641). 

The  brain  is  first  laid  upon  its  convex  surface,  and  the  anterior,  mid- 
dle, and  posterior  cerebral  arteries,  as  well  as  the  basilar  and  the  ca- 
rotids, are  to  be  examined  for  emboli,  thrombi,  atheroma,  and  aneur- 
isms. Evidences  of  extravasations  of  blood,  tumors,  and  inflammatory 
lesions  are  now  to  be  looked  for.  The  brain  is  next  turned  over  on  to 
its  base.  An  incision  is  made  through  the  pia  mater,  over  the  convex 
surface  of  the  cerebrum.  The  meml>rane  is  stripped  up,  and  its  adher- 
ence to  the  brain  and  its  thickness  are  noted. 

it  various  agm  see  Handmann,  Arch.  f.  An«t.  u. 
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The  more  common  method  of  opening  the  brain  is  as  follows:  The 
halves  of  the  cerebrum  are  to  be  separated  until  the  superior  surface  of 
the  corpus  callosum  is  exposed  (Fig.  642).  A  longitudinal  incision  is 
made  through  the  junction  of  the  corpus  callosum  and  the  cerebrum,  and 
downward  into  the  ventricle.  The  incision  should  be  made  carefully,  so 
as  not  to  cut  through  the  ventricle  into  the  ganglia  Itelow.  The  incision 
thus  made  through  the  roof  of  the  ventricle  is  prolonged  backward  and 
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forward  in  the  direction  of  the  corniia,  so  as  to  expose  the  entire  ventri- 
cle. A  longitudinal  incision  is  then  made  outward  and  backward  into 
the  hemisphere,  from  the  outer  edge  of  the  lateral  ventricle  nearly  to 
the  pia  mater.  A  second  incision  is  then  made  through  this  cut  surface 
outward,  and  this  is  repeated  until  the  hemisphere  is  divided  into  a 
number  of  long,  prism-shaped  pieces,  held  together  by  the  pia  mater 
and  a  small  portion  of  the  cortex.  The  brain  is  now  turned  around  so 
as  to  bring  the  other  hemisphere  under  the  hand,  and  the  operation  is 
repeated  on  the  other  side. 
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The  size,  shape,  and  contents  of  the  ventricles  should  be  noticed,  and 
the  thickness  and  appearance  of  the  ependyma. 

The  fornix  and  the  central  portion  of  the  corpus  callosum  are  cut 
across  by  passing  the  point  of  the  knife  through  the  foramen  of  Munro 
and  cuttinp;  upward.  They  are  then  drawn  backward,  one  of  the  pos- 
terior cornua  of  the  fornix  being  severed  and  laid  to  one  side.  The 
velum  interpositum  and  the  choroid  plexus  are  now  dissected  up,  the 
blood  contents  and  the  general  appearance  noted,  and  the  third  ventricle 
examined.  Not  infrequently  small  cysts  of  the  choroid  are  found,  which 
seem  to  have  little  or  no  pathological  signifirance. 

The  fourth  ventricle  is  now  opened  bj'  a  longitudinal  incision  through 
the  vermiform  process.  Each  hemisphere  of  the  cerebellum  is  divided 
first  into  two  parts,  by  an  incision  through  the  upper  and  inner  convex 


border,  and  then  each  segment  is  further  divided  by  incisions  in  the 
same  direction. 

Thin  transverse  sections  are  now  made  through  the  cerebral  ganglia, 
commencing  in  front  (Fig.  643).  The  ganglia  are  supported,  and  the  sec- 
tions caused  to  fall  apart  as  they  are  cut,  by  carrying  the  fingers  of  one 
hand  under  the  brain,  and  gently  lifting  the  ganglia  at  points  just  be- 
neath where  the  sections  are  made.  It  is  important  to  oljserve  the  exact 
position  of  any  lesion  which  may  be  discovered  in  the  cerebral  ganglia, 
their  relations  to  the  external  and  internal  capsule  and  to  the  caudate 
and  lenticular  nuclei. 
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Finally,  the  segments  of  the  cerebrum  and  cerebellum  are  folded  up 
together  into  their  original  positions,  the  whole  is  turned  over  on  to  the 
vertex,  and  thin  sections  are  made  through  the  medulla.  Small  clot«  in 
the  medulla  should  not  be  overlooked. 

In  case  of  the  discovery  of  apoplectic  clots,  areas  of  softening,  etc., 
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THE  Babe  (Meynert'a  method). 
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either  in  the  hemispheres  or  in  the  basal  ganglia,  after  their  location  and 
extent  are  determined,  they  should  be  carefully  searched  for  lesions  of 
the  blood- vessels,  minute  aneurisms,  areas  of  degeneration,  and  rupt- 
ures. For  this  purpose  it  may  l>e  necessary 
to  allow  a  stream  of  water  to  run  over  the 
affected  portion,  so  as  to  wash  out  the  brain 
substance  and  expose  the  vessels.  In  some 
cases  the  blood-ves.sels  are  best  exposed  by 
macerating  the  brain  tissue  at  the  seat  of  the 
lesion  for  some  hours  in  water,  and  then 
washing  out  the  brain  substance  under  the 
faucet. 

While  the  alwve  mode  of  dissecting  the 

brain  gives  a  very  complete  view  of  the  seat 

and  extent  of  lesions  in  general,  when  a  more 

exact  localization  of  lesions  with  a  microscopic 

Fio.  645.— The  Bhain  Axis     examination  is  to  be  made,  the  following — 

HA^-TLE,  AH  Si:kn  FROU  Above,      called  Meynert's  method — is  a  Ijetter  method 

of  opening  the  brain: 

After  completing  the  external  examination,  as  detailed  above,  the 

brain  is  laicl  on  its  vertex,  the  cerebellar  end  toward  the  operator.     The 

cerebellum  is  raised  by  the  fingers  of  the  left  )iand,  and  the  pia  cut  through 
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along  the  sides  of  the  corpora  quadrigemina,  around  the  crura  and  along 
the  inner  margins  of  the  temporal  lobes,  to  the  middle  cerebral  artery 
on  both  sides  (Fig.  644).  Then,  raising  the  temporal  lobes,  in  turn,  by 
their  apices,  the  pia  is  cut  through  along  the  coui-se  of  the  middle  cerebral 
arter>'  into  the  Sylvian  fissure,  and  along  the  course  of  its  posterior  branch 
to  its  end.  Now,  drawing  the  temporal  lobes  one  after  the  other  upward 
and  outward,  their  junction  with  the  base  is  cut,  the  knife  being  held 
horizontally  so  asnot  to  injure  the  basal  ganglia  until  the  descending  horn 
is  opened.  The  point  of  the  knife  being  in  the  descending  horn,  the  in- 
cision through  the  brain  substance  then  passes  outward  and  backward  well 
into  the  posterior  horn,  thus  partially  severing,  at  the  lateral  surface  of 
the  brain,  the  junction  of  the  occipital  and  temporal  lobes.  The  tem- 
poral lobes  are  then  turned  outward  and  backward  (Fig.  644). 


The  operculum  is  now  pulled  well  outward,  completely  exposing  the 
island  of  Rcil,  and  a  slightly  curved  transverse  incision  is  made,  deep 
enough  To  pass  into  the  anterior  horns  of  the  ventricles,  connecting  the 
anterior  sulci  of  the  island  of  Iteil  fFig.  644,  .1,  B). 

Now  niising  the  cereliellum  and  inserting  the  point  of  the  knife  into 
the  ventriile,  with  shoi-t  inci.sions  from  within  outward,  cut  through  the 
internal  capsule  on  either  side  imni  back  to  front  (Fig.  644,  CA  and  DB), 
care  lieing  taken  not  to  injure  the  basal  ganglia.  Then  cut  across  the 
crura  ()f  Ihc  fornix  and  the  septum  lucidum,  leaving  the  fornix  lying  on 
the  corpus  callosum. 
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The  square  basal  piece  (Fig.  645)  thus  freed — the  brain  axis — includes 
the  island  of  Reil,  the  basal  ganglia,  the  crura,  pons,  medulla,  and 
cerebellum.  The  remaining  portion — the  brain  mantle — includes  the 
convolutions,  corpus  callosum,  and  fornix  (Fig.  646). 

The  basal  piece  may  be  further  examined  by  a  series  of  transverse 
incisions,  from  one-half  to  three-quarters  of  an  inch  apart,  and  it  may  be 
hardened  either  with  or  without  the  cerebellum.  The  convolutions  may 
be  cut  into  small  pieces  by  longitudinal  and  transverse  incisions,  made 
from  within  and  not  reaching  quite  to  the  pia  mater,  which  wih  then  serve 
to  hold  the  pieces  together  in  their  proper  relations  to  one  another.^ 

The  Base  of  the  Cranium. — We  now  return  to  the  skull.  The  re- 
maining sinuses  of  the  dura  mater  should  l>e  opened,  and  this  membrane 
then  entirely  stripped  from  the  bone.  The  bones  at  the  base  of  the  skull 
are  to  be  examined  for  fractures,  inflammatory  lesions,  and  tumors.  In 
cases  of  acute  purulent  meningitis,  the  temporal  and  frontal  bones  should 
be  carefully  examined,  as  the  inflammatory  process  is  sometimes  trans- 
mitted from  the  internal  ear,  or  mastoid  cells,  or  frontal  sinuses. 

The  eyes  may  be  removed  by  breaking  the  roof  of  the  orbit  with  a 
hammer,  removing  the  fragments  of  bone,  and  dissecting  away  bone  and 
muscles,  so  as  to  expose  the  optic  nerve  and  posterior  segment  of  the 
eye.  That  portion  of  the  globe  which  is  not  covered  by  conjunctiva  can 
now  l)e  cut  away  with  scissors  and  removed  with  the  optic  nerve,  or, 
when  permissible,  the  whole  eye  may  be  cut  out. 

The  examination  of  the  internal  ear  may  be  made  by  removing  its 
entire  bony  encasement  with  the  saw  and  chisel,  or  by  the  exposure  of 
special  parts  by  hammer  and  chisel,  and  by  suitable  opening  of  the  re- 
moved parts  with  a  fine  saw. 

Hardenin(}  and  Preservation  of  the  Tissues  for  Michoscopical 

Examination. 

For  the  study  of  tumors  and  inflammatory  lesions  of  the  lx>nes  of  the  skull  and 
ossifications  of  the  dura  mater  and  pla  mater,  the  affected  portions  should  be  cut  into 
small  pieces,  fixed  in  five-per-cent  formalin  or  In  Orth's  fluid  (see  p.  977),  and  decalci- 
fied. The  dura  mater  should  be  stretched  on  a  flat  piece  wood  or  cork  with  pins,  be- 
fore hardening.' 

The  pia  mater  is  so  delicate  that  if  it  be  separated  from  the  brain  when  quite  fresh 
its  tissues  are  apt  to  be  injured.  The  portions  of  the  pia  mater  which  are  to  be  pre- 
served should  therefore  be  removed  by  cutting  off  slices  of  the  brain  substance  about 
half  an  inch  thick,  with  the  membrane  still  attached,  and  placing  the  whole  in  Orth's 
fluid.  After  twenty-four  hours,  the  pia  mater  will  have  l)ecome  sufficiently  hard  to 
permit  of  its  being  strippeil  off  without  Injury,  and  it  is  then  spread  loosely  on  a  flat 
cork  with  pins,  the  free  surface  outward,  and  the  cork  float e<l,  specimen  side  down.  In 
eight y-per-c en t  alcohol,  changing  to  strong  alcohol  after  twenty-four  hours. 

When  sectioas  are  required  showing  the  pia  in  its  relationship  to  the  underlying 
brain  tissue,  small  blocks  of  the  brain  and  pia  together  should  be  cut  out  and  hardened 
in  Orth's  fluid  or  in  fonnalln  (5  :  100)  solution  (see  p.  977). 

For  furtlier  details  of  this  method  of  opening  the  brain,  and  a  consideration  of  ita  ad- 
vantuges,  aeo  Van  Gieson,  ''Laboratory  Notes,"  etc..  New  Yorlc  Medical  Journal,  July  20th, 

'  For  details  of  the  methods  of  liardening,  decalcif>'iug,  8tainiug,  etc.,  see  page  977. 
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When  the  ependyma  is  to  be  studied  apart  from  the  associated  nerve  tissue,  it  may 
be  sliced  off  with  a  sufficient  quantity  of  underlying  brain  substance  to  prevent  its  fold- 
ing, and  hardened  in  Orth's  fluid.  The  6ratn,  for  general  purposes,  may  be  hardened 
in  Orth's  fluid,  or  in  five-per-cent  formalin.  The  pieces  of  brain  tissue  should  not  be 
more  than  one  centimetre  t  hick ;  it  is  better  if  they  are  thinner  than  this.  They  should  be 
suspended  in  gauze  or  rest  upon  a  layer  of  absorbent  cotton  on  the  bottom  of  the  jar,  the 
pieces,  if  these  are  numerous,  being  held  apart  by  a  little  cotton.  Thus  the  preserva- 
tive fluid,  which  should  be  abundant,  is  in  contact  with  the  surfaces  of  the  pieces  of 
tissue.  Ordinarily,  with  a  change  of  fluid  on  the  second  day,  the  fixation  by  formalin 
or  Orth's  fluid  is  complete  in  a  week,  when  the  fixatives  are  thoroughly  washed  out  and 
replaced  by  fifty-per-cent  alcohol,  which,  in  turn,  is  replaced  after  forty-eight  hours  by 
eighty-v>er-cent  or  by  ninety-five-per-cent  alcohol. 

When  degeneration  in  nerves  Is  to  be  studied,  the  specimens  of  nerve  tissue  may, 
by  Marchl's  method,  be  hardened  for  a  week  in  MUller's  fluid,  and  then  transferred  to 
the  following  solution: 

Mailer's  fluid 2  parts 

Osmic  acid,  one  per  cent I  part 

After  a  week  the  specimens  are  washed  and  transferred  to  ninety-five-per-cent 
alcohol.  In  such  specimens  the  fat  droplets  in  the  degenerate  areas  are  black,  w^hile 
the  myelin  is  yellowish  in  color. 

Certain  lesions,  particularly  the  softenings  of  the  brain,  are  best  studied  by  teasing, 
when  fresh,  in  one-half-per-cent  solution  of  sodium  chlorid,  or  in  frozen  sections  of  the 
fresh  tissue.  The  blood-vessels  may  be  stretched  on  cork  with  pins  and  hardened  with 
Orth's  fluid  or  formalin.  The  eye  and  portion  of  the  optic  ner\'e,  if  removed,  should 
be  fixed  by  Orth's  fluid  and  the  hardening  completed  by  alcohol. 

For  many  methods  of  fixation  and  study  which  are  useful  for  special  purposes,  we 
refer  to  special  works  on  technique. 


THE  SPINAL  COBD. 

The  examination  of  the  spinal  cord  is  usually  most  conveniently  made 
after  the  removal  of  the  brain. 

The  body  should  be  placed  face  downward,  with  a  block  under  the 
thorax  and  the  head  hanging  over  the  edge  of  the  table.  An  incision  is 
made  through  the  skin  and  muscles  along  the  entire  length  of  the  spine, 
and  the  soft  parts  are  dissected  away  on  each  side  so  as  to  expose  the 
laminaj  of  the  vertebral  column.  The  lamina*  are  then  divided,  close 
within  the  articular  processes,  with  the  saw. 

The  saw  should  be  so  directed  in  severing  the  lamina*  that  the  inci- 
sion shall  touch  the  outer  border  of  the  spinal  canal,  as  otherwise  the 
laminae  and  spinous  processes  are  not  easily  separated.  Great  care 
should  be  taken  on  the  one  hand  not  to  injure  the  cord  with  the  saw, 
and  on  the  other  completely  to  loosen  the  portions  of  bone  to  be  removed. 
These,  which  are  the  spinous  processes  and  laminiv,  are  now  torn  away 
together,  with  a  stout  hook,  exposing  the  cord. 

By  means  of  a  long,  curved  chisel,  made  for  this  purpose,  the  bodies 
of  the  vertebriP  may  be  removed  from  the  front  after  the  thoracic  and 
abdominal  viscera  are  taken  out,  and  the  cord  thus  exposed  and  re- 
moved. But  in  this  anterior  method  of  removing  the  cord,  as  well  as  by 
the  use  of  chisel  and  mallet,  bone-shears,  etc.,  in  the  ordinary  method, 
there  is  great  liability  of  injuring  the  delicate  tissues  of  the  cord  and 
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pruiluting,  as  Van  Gieson  has  shown,'  mechanical  ulterations  which  are 
likely  lo  Ix;  mistaken  for  malformations  or  the  results  of  disease. 

When  the  lx)dy  has  lain  on  the  back,  the  membranes  of  the  cord  may 
be  found  considerably  congested,  without  indicating  the  pre-existence  of 
If  the  )x)dy  has  lain  for  some  time,  especially  in  warm  weather. 


Fio.  647. — OvTi-isrs  or  Sr-tnos-s  of  the  Spinal  Cord  at  DirrEBENT  Levels. 
Cupim  of  thpw  oiitlineB  may  In.'  ujiini  (or  memoranda  of  the  i>ittiation  of  Imiodb  of  th* 
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serou.s  fluid  may  have  a<'rnmulated  within  tlie  niendminos,  aa  a  result  of 
post-inortcm  change. 

The  roots  of  the  nerves  are  now  to  be  cut  across,  as  far  away  as  pos- 
sible from  the  cord,  and  the  cord  removed  in  its  membranes,  care  being 
taken  nnt  t()  press  It  in  any  way.     It  is  the  safest  plan  not  to  grasp  the 

'  Van  Cirion.  "A  Study  of  the  -Artifact*  of  the  Nenoua  SyBtcm,"  New  York  Hodicml 
Jiiiirtiul.  vol.  Iri.,  pp.  33T,  365,  421,  \m>2. 
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cord  itself,  but  with  a  forceps  to  seize  the  dura  mater  and  thus  lift  it  up 
at  once  as  it  is  freed  from  its  attachments.  It  is  now  laid  on  the  table, 
and  the  dura  mater  laid  open  with  scissors  on  the  anterior  and  posterior 
surfaces  over  its  entire  length,  and  searched  for  tumors,  inflammatory 
lesions,  etc.  The  finger  should  be  passed  gently  along  the  cord  as  it  lies 
on  the  table,  so  as  to  detect  any  marked  softening  or  sclerosis.  The 
weight  of  the  spinal  cord  is  from  30  to  38  grams.  It  should  now  be  held 
lightly  over  the  fingers,  and  smooth  transverse  incisions  made,  with  a 
very  sharp  knife  or  razor,  about  half  an  inch  apart  through  its  entire 
substance  between  the  segments,  leaving  these  attached  to  the  pia  mater. 

The  segments  of  the  spinal  cord  are  those  parts  from  which  the  spi- 
nal nerves  arise,  and  it  is  convenient  for  the  location  and  description  of 
lesions  to  number  the  segments  in  correspondence  with  the  nerves  which 
arise  from  them,  and  to  indicate  on  outline  diagrams  of  the  cord  (Fig.  647) 
the  exact  seat  of  small  lesions. 

The  cut  surfaces  should  be  carefully  examined  for  abnormal  blood 
contents,  hasmorrhages,  inflammatory  lesions,  softening,  scleroses,  and 
pigmentations.  Important  lesions  of  the  cord  may  be  invisible  to  the 
naked  eye,  and  hence,  if  disease  be  suspected,  the  organs  should  be  pre- 
served for  microscopical  examination.  The  spinal  ganglia  may  now  be 
removed  and  preserved  for  further  examination.  After  removal  of  the 
cord,  fractures  and  displacements  of  the  vertebrae  are  easily  recognized. 

Preservation  of  the  Spinal  Cord  and  its  Membranes,  and  op  Peripheral 
Nerves. — After  the  removal  of  the  spinal  dura,  the  entire  cord  with  its  nerve  roots — 
the  segments  into  which  it  has  been  cut  for  gross  examination  being  left  in  place — should 
be  laid  on  a  wad  of  absorbent  cot  ten  in  a  large  jar  of  Orth's  fluid  or  formalin,  the  seg- 
ments being  slightly  separated  from  each  other  by  a  little  absorbent  cotton.  Van  Gie- 
son  recommends  the  careful  rolling  of  the  se^i^ented  cord  into  a  loose  spiral  and  laying 
this  coil  on  a  wad  of  absorbent  cotton  in  the  fixative.  In  this  way  the  cut  ends  of  the 
segments  are  held  apart,  accessible  to  the  fluid,  and  harden  with  little  distortion. 

The  hardening  and  preservation  of  the  cord  may  be  done  by  the  same  methods  as 
suggested  above  for  the  brain.  If  the  dura  mater  of  the  cord  alone  is  to  be  preserved, 
it  should  be  treated  in  the  maimer  suggested  for  the  dura  mater  cerebralis.  The  pia 
mater  spinalis  is  best  studied  in  sections  through  the  entire  cord,  the  membranes  being 
left  in  situ. 

Peripheral  nerves  may  be  hardened  in  Orth's  fluid  or  in  formalin. 

For  the  hardening  of  the  peripheral  nerves,  osmlc  acid  Is  very  useful,  especially 
when  changes  In  the  myelin  are  to  be  sought  after.  As  osmlc  acid  does  not  readily 
penetrate  the  lamellar  sheath  so  as  to  come  In  contact  with  the  nerve  fibres,  In  trunks 
of  any  considerable  size,  the  following  procedure,  as  suggested  by  Van  (lleson,  will  be 
found  useful:  A  piece  about  one-half  Inch  long  Is  cut  from  the  nerve  to  l>e  examined; 
one  end  of  this  segment  is  held  with  a  forceps,  while  with  another  forceps  the  Individual 
nerve  fibres,  or  small  clusters  of  these,  are  puUed  out  of  the  lamellar  sheath  and  put  at 
once  In  a  one-per-cent  aqueous  solution  of  osmlc  acid.  In  which  they  remain  twenty-four 
hours,  and  are  then  washed  and  transferred  to  glycerin,  to  which  twenty-five-per-cent 
alcohol  Is  added.  In  this  mixture  they  may  be  preserved.  Marchl's  method  is  useful 
for  the  study  of  degeneration  in  peripheral  nerves. 

THE  THORAX  AND  ABDOMEN 

The  body  is  replaced  on  its  back,  and  a  single  straight  incision  is 
made  from  the  top  of  the  sternum  to  the  pubes,  passing  to  the  left  of  the 
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umbilicus.  For  this  purpose  a  large  knife  should  be  used,  held  firmly 
in  the  whole  hand,  and  the  movement  should  be  mainly  from  the  shoul- 
der. The  first  incision  should  divide  everything  down  to  the  sternum 
and  peritoneum.  A  short  incision  should  then  be  made  through  the 
peritoneum,  just  below  the  ensiform  cartilage.  Into  this  opening  two 
fingers  of  the  left  hand  are  introduced  and  separated  from  one  another, 
and,  the  parietes  being  raised  and  the  sides  of  the  opening  being  held 
apart  by  the  fingers,  the  peritoneum  is  divided  to  the  pubes,  care  being 
taken  to  hold  the  knife  horizontally  so  as  not  to  cut  the  intestines.  The 
skin  and  muscles  are  then  dissected  off  from  the  thorax  on  both  sides  as 
far  back  as  the  false  ribs. 

This  dissection  should  be  made  by  long  sweeps  of  the  knife,  which 
should  be  made  to  cut  with  the  full  blade  and  not  with  the  point  only; 
and  if  the  skin  and  muscles  be  pulled  strongly  away  from  the  chest  with 
the  left  hand,  it  may  l>e  done  very  rapidly  and  with  a  few  strokes  of  the 
knife.  We  notice  here  the  amount  of  subcutaneous  fat  and  the  condi- 
tion of  the  muscles.  In  order  better  to  expose  the  abdominal  cavity,  the 
rectus  should  be  divided  transversely  beneath  the  skin  just  above  the 
pubes,  and  the  abdominal  flaps  may  then  be  turned  freely  outward. 

General  Inspection  of  the  Abdominal  Cavity. — \Vc  first  notice  the  posi- 
tion and  general  condition  of  the  viscera.  It  is  best  at  this  stage  of  the 
examination  to  note  the  condition  of  the  vermiform  appendix,  and  to 
look  over  the  peritoneal  cavity  for  serum,  inflammatory  lesions,  evi- 
dences of  perforation,  and  for  the  existence  of  invagination,  incarcera- 
tion, and  hernia?  of  the  intestines.  A  small  quantity  of  reddish  serum 
is  frequently  found  in  the  abdominal  cavity,  particularly  in  warm 
weather,  as  the  result  of  commencing  decomposition. 

It  should  be  remarked  here  that  various  striking  changes  in  the 
character  and  appearance  of  the  internal  organs  are  produced  by  putre- 
faction— changes  which  are  often  mistakenly  regarded  as  evidences  of 
disease,  and  much  experience  is  required,  in  judging  correctly  of  their 
significance.  These  changes  are,  in  general,  softening  and  discoloration, 
both  of  which  may  occur  as  the  result  of  disease.  It  may  be  said  in 
general  that  the  post-mortem  reddening,  or  hypostases,  are  most  marked 
in  the  more  dependent  parts  of  the  organs.  Post-mortem  softening  usu- 
ally affects  entire  organs,  not  being  limited  to  a  part,  as  is  often  the  case 
in  disease.  Gray  or  greenish-brown  post-mortem  discolorations  are  apt 
f/O  appear  in  those  organs  or  parts  of  organs  which  lie  in  contact  with  the 
intestinal  canal.  Parts  of  internal  organs,  such  as  the  liver,  which  have 
been  the  seat  of  localized  congestion  during  life,  may  after  death  assume 
a  dark-greenish  color. 

The  omentum  is  usually  spread  over  the  surface  of  the  small  intes- 
tines, but  it  may  be  rolled  up  and  displaced  in  a  variety  of  ways,  or  may 
be  adherent  at  some  point  to  the  small  intestines  or  to  the  abdominal 
wall. 

The  surface  of  the  small  infestines  should  be  smooth  and  shining. 
They  may  be  greatly  distended  wUh  gas,  and  thus  so  completely  cover 
the  other  abdominal  viscera  that  it  becomes  necessarv  to  let  out  some  of 
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the  gas  by  a  small  puncture.  The  transverse  colon  passes  across  the 
abdomen  through  the  upper  part  of  the  umbilical  region.  It  may  be 
lower  than  the  umbilicus,  or  higher  up  against  the  liver  and  diaphragm; 
it  may  be  distended  with  gas  or  contracted. 

The  liver  is  situated  in  the  right  hypochondriac  and  epigastric  re- 
gions, filling  the  concavity  of  the  diaphragm.  Its  upper  border  reaches, 
in  the  linea  mammillaris,  to  the  fifth  intercostal  space;  in  the  linea  axil- 
laris, to  the  seventh  intercostal  space;  close  to  the  vertebral  column,  to 
the  tenth  intercostal  space.  At  the  median  line  the  upper  border  of  the 
liver  corresponds  to  the  lower  border  of  the  heart.  The  left  lobe  extends 
about  three  inches  to  the  left  of  the  median  line.  The  lower  border  of 
the  right  lobe  usually  reaches  to  the  free  border  of  the  ribs,  while  the 
left  lobe  is  visible  for  about  an  inch  below  the  ensiform  cartilage.  In 
women  the  liver  is  usually  lower  than  in  men. 

The  position  of  the  liver  is  affected  by  changes  in  the  thoracic  cav- 
ity, forcing  it  downward;  by  changes  in  the  abdominal  cavity,  forcing 
it  upward;  by  constriction  of  the  waist  in  tight  lacing,  forcing  it  either 
upward  or  downward;  by  changes  in  the  size  of  the  organ  itself.  The 
liver  may  not  only  be  displaced  downward,  but  dislocated  so  that  its 
convex  surface  faces  the  abdominal  wall  and  its  posterior  edge  is  turned 
upward  against  the  diaphragm. 

The  stomach  is  situated  in  the  left  hypochondriac  and  epigastric  re- 
gions, extending  also  into  the  right  hypochondrium;  it  lies  in  part 
against  the  anterior  wall  of  the  abdomen,  in  part  beneath  the  liver  and 
diaphragm,  and  above  the  transverse  colon.  Its  anterior  surface,  which 
is  directed  upward  and  forward,  is  in  contact  above  with  the  diaphragm 
and  the  under  surface  of  the  liver,  and  lower  down  with  the  abdominal 
wall  opposite  to  the  epigastric  region.  Its  posterior  surface  is  turned 
downward  and  backward,  and  rests  on  the  transverse  mesocolon,  the 
pancreas,  and  the  great  vessels.  To  its  lesser  curvature  or  upper  border 
are  attached  the  gastro-phrenic  ligament  and  the  gastro-hepatic  omen- 
tum. To  the  greater  curvature  or  lower  border  is  attached  the  gastro- 
colic omentum.  Its  cardiac  orifice  communicates  with  the  oesophagus, 
its  pyloric  end  with  the  duodenum. 

When  the  stomach  is  distended  the  greater  curvature  is  elevated  and 
carried  forward,  the  anterior  surface  is  turned  upward  and  the  posterior 
surface  downward.  When  distended  with  food  or  gas  the  organ  is  prom- 
inent; when  empty  it  may  hardly  be  visible  below  the  ribs;  when  the 
intestines  are  dilated  it  may  be  entirely  covered  by  them. 

Before  opening  the  thorax  the  hand  should  be  passed  up  against  the 
under  surface  of  the  diaphragm  on  either  side,  to  determine  its  height. 
According  to  Quain,  the  vault  of  the  diaphragm  rises,  in  the  dead  body, 
on  the  right  side  to  the  level  of  the  junction  of  the  fifth  rib  and  sternum, 
on  the  left  side  as  high  as  the  sixth  rib.  Both  the  relative  and  the 
absolute  height  of  the  diaphragm  vary  under  a  variety  of  pathological 
conditions. 

If  the  existence  of  air  or  gas  in  the  pleural  cavities  be  suspected,  the 
abdominal  cavity  should  be  filled  with  water  and  the  diaphragm  punct- 
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ured  below  the  level  of  the  fluid.     If  air  be  present,  it  will  escape  in 
bubbles  through  the  water. 

The  Thorax. 

We  now  leave  the  abdominal  viscera  and  proceed  to  the  examination 
of  the  thorax.  With  a  costotome  or  a  strong  knife  the  costal  cartilages 
are  divided  close  to  the  ribs,  the  clavicles  are  disarticulated  from  the 
sternum,  and  the  latter  is  removed,  care  being  taken  not  to  wound  the 
large  veins.     We  first  examine  the  position  of  the  heart  and  lungs. 

The  Heart. — The  upper  border  of  the  heart  is  on  a  level  with  the 
third  costal  cartilage;  the  lower  border  extends  from  1.3  centimetres  be- 
low the  lower  end  of  the  sternum  to  the  fifth  left  intercostal  space.  The 
left  boundary  of  the  heart  is  situated  to  the  left  of  the  junction  of  the 
fifth  rib  with  its  costal  cartilage,  and  behind  or  to  the  left  of  a  vertical 
line  drawn  downward  from  the  left  nipple.  The  right  boundary  extends 
2.5  centimetres  to  the  right  of  the  right  edge  of  the  sternum.  The  por- 
tion of  the  heart  uncovered  by  the  lungs  is  of  an  irregular  quadrangular 
shape.  Its  lateral  diameter  is  from  8.3  centimetres  to  11.1  centimetres; 
its  upper  boundary  varies  from  the  level  of  the  second  costal  cartilage 
to  that  of  the  fifth,  but  it  is  usually  behind  the  third  or  fourth  cartilage 
or  fourth  space. 

The  area  of  the  heart  which  is  found  uncovered  will,  however,  vary 
much,  according  to  the  degree  to  which  the  lungs  collapse  after  opening 
the  chest.  Any  disease  which  diminishes  the  size  of  the  lungs,  or  pleu- 
ritic adhesions  which  retract  or  bind  them  down,  may  increase  the  area 
of  exposed  heart.  On  the  other  hand,  emphysema,  pneumonia,  or  any 
disease  which  increases  the  size  of,  or  retains  the  air  in,  the  lungs,  may 
diminish  the  area  of  exposed  heart.  The  exposed  area  varies  also  with 
the  size  of  the  heart  itself. 

The  Pericardium  is  now  opened  by  a  slightly  oblique  incision  on  its 
anterior  surface.  The  existence  of  serous,  fibrinous,  or  purulent  exu- 
date, and  of  adhesions,  is  to  be  noticed.  A  small  quantity  of  clear  serum 
exists  normally  in  the  pericardial  sac,  and  this  serum  may  be  blood- 
stained from  beginning  decomposition.  White  thickenings  of  the  peri- 
cardium on  the  surfaces  of  the  heart  are  often  seen;  they  do  not  indicate 
important  disease. 

Now  that  the  pericardial  sac  is  open,  the  position  of  the  heart  can  be 
clearly  seen.  It  lies  obliquely  in  the  chest,  its  long  axis  at  an  angle  of 
about  sixty  degrees  with  that  of  the  thorax.  The  portion  of  the  heart 
which  is  first  seen  is  the  anterior  surface  of  the  right  ventricle;  upward 
and  to  the  right  of  this  is  the  right  auricle,  which  lies  about  two-thirds 
on  the  right  of  the  sternum  and  about  one-third  behind  it.  Its  upper 
border  usually  corresponds  to  the  plane  of  the  middle  of  the  anterior 
end  of  the  second  intercostal  space  on  the  right  side.  Its  size  varies 
with  the  amount  of  blood  which  it  contains.  The  left  auricle  lies  behind 
the  root  of  the  pulmonary  artery,  so  that  only  its  appendix  is  visible. 
The  middle  of  the  auricle  corresponds  to  the  third  costal  cartilage.     Of 
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the  left  ventricle  only  a  narrow  rim  is  seen,  on  the  left  side  of  the  right 
ventricle.  The  pulmonary  valve  is  usually  entirely  or  in  part  on  the 
left  side  of  the  sternum,  behind  the  second  space  or  third  costal 
cartilage. 

The  aortic  valve  is  usually  at  the  level  of  the  third  cartilage  or  the 
third  space,  and  behind  the  left  two-thirds  or  half  of  the  sternum.  The 
mitral  valve  is  oblique,  the  upper  end  to  the  left.  It  is  on  the  level  of 
the  third  to  the  fourth  cartilage,  near  the  middle  of  the  sternum.  The 
tricuspid  is  oblique,  its  upper  end  to  the  left;  the  upper  end  is  at  the 
level  of  the  third  cartilage,  the  third  space,  or  the  fourth  cartilage. 
The  valve  is  opposite  the  middle  of  the  sternum. 

The  hand  should  now  be  passed  over  the  arch  of  the  aorta,  to  ascer- 
tain whether  or  not  an  aneurism  is  present.  The  heart  is  then  grasped 
at  the  apex,  raised  out  of  the  pericardium,  tilted  upward,  and  removed 
unopened  by  cutting  through  the  great  vessels  at  its  base.  It  is  advisable 
in  many  cases  to  remove  with  the  heart  the  arch  of  the  aorta  and  as  much 
as  is  practicable  of  the  associated  great  vessels.  In  some  instances, 
for  example  when  thrombosis  of  the  pulmonary  artery  is  suspected,  it  is 
well  to  remove  the  heart  and  lungs  together.* 

One  may  gain  some  knowledge  of  the  sufficiency  of  the  aortic  and  pul- 
monary valves  if  the  heart  is  held  horizontally  by  both  auricles,  so  as 
not  to  pull  the  valves  open,  and  water  is  poured  into  the  aortic  and  pul- 
monary arteries.  One  observes  how  well  the  valves  support  the  column 
of  liquid.  To  ascertain  the  sufficiency  of  the  mitral  and  tricuspid  valves, 
the  auricles  are  first  laid  open  so  as  to  expose  the  upper  surfaces  of  the 
valves.  A  large  pipe  is  passed  through  the  aorta  or  pulmonary  artery 
beyond  their  valves,  and  a  small  stream  of  water  allowed  to  flow  into  the 
ventricles.  The  auriculo-ventricular  valves  will  be  swollen  upward,  and 
one  may  observe  their  degree  of  sufficiency.  The  tricuspid  valve  is 
normally  somewhat  insufficient.  These  water  tests,  however  carefully 
applied,  are  not  very  reliable,  since  under  the  most  favorable  conditions 
the  natural  bearings  of  the  valves  are  not  perfectly  preserved. 

To  ascertain  the  size  of  the  different  valvular  openings,  we  introduce 
the  fingers,  held  flat  with  their  sides  in  contact,  into  each  of  the  orifices, 
and  then  measure  the  width  of  the  fingers  at  the  point  where  they  fill  the 
orifice.  In  this  way  we  find  that,  under  normal  conditions  in  the  adult, 
the  aortic  measures  about  2.5  centimetres,  the  mitral  valve  about  4.5 
centimetres,  the  pulmonary  about  3.1  centimetres,  the  tricuspid  about 
5  centimetres. 

In  order  to  examine  the  interior  of  the  heart,  one  first  makes  an  incision 
through  the  anterior  wal*  of  the  left  ventricle  close  by  and  parallel  to 
the  septum,  and  reaching  to  the  apex  of  the  ventricle  (Fig.  648).  Through 
this  opening  the  blade  of  the  enterotome  is  passed  up  into  the  aorta,  the 
pulmonary  artery  being  drawn  aside  with  the  fingers,  and  the  ventricle 

*  The  opening  of  the  heart  in  titu  is  recommended  by  many,  but  we  are  of  the  opinion  that  if 
care  be  exercised  in  the  removal  of  the  organ  from  the  body  and  a  sufficient  portion  of  the 
great  vesselH  at  the  base  be  included  there  is  little  risk  of  premature  disturbance  of  thrombi, 
etc.,  on  tiic  valvM,  while  the  examination  of  the  interior  may  be  much  more  thoroughly, 
conveniently,  and  safely  done. 
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and  aorta  are  laid  open  (Fig.  649).  With  a  little  care  the  incision  may  be 
made  to  pass  through  one  of  the  points  of  junction  of  the  aortic  valves. 
The  auricles  and  ventricles  may  be  empty,  or  may  contain  fluid  blood 
or  the  so-called  heart  clots.  These  heart  clots  are  of  two  kinds — those 
which  are  formed  some  time  before  death,  and  those  which  are  formed 
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during  the  last  hours  of  life  and  after  death.  The  clots  which  are  formed 
some  time  before  death  are  usually  associated  with  organic  disease  of  the 
heart,  especially  with  dilatation  of  the  ventricles.  They  are  firm,  dry, 
and  of  whitish  color;  they  may  be  infiltrated  with  the  salts  of  lime. 
They  are  free  in  the  cavities  of  the  heart,  or  entangled  in  the  trabecule, 
or  firmh'  adherent  to  the  endocardium.     They  are  usually  composed  of 
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coagulated  fibrin,  blood  platelets,  leucocytes,  and  red  blood  cells,  and  are 
often  lamellated.  The  clots  which  are  formed  during  the  last  hours  of 
life  and  after  death  are  red,  yellow,  or  white.  They  may  be  soft  or  suc- 
culent or  quite  firm.  They  may  be  free  in  the  heart  cavities,  or  be 
adherent  to  the  trabeculfe,  or  extend  into  the  large  vessels.  They  are 
usually  most  constant  and  of  largest  size  in  the  right  auricle  and  ven- 
tricle. Such  clots  may  be  formed  within  two  hours  after  death.  Clots 
of  this  character  are  common.     If,  then,  the  blood  coagulates  in  the  heart 


within  twenty-four  hours  before  death,  this  coagulum  may  not  be  dis- 
tinguishable from  the  ordinary  post-mortem  clots.  If  it  is  supposed, 
therefore,  that  a  person  dies  from  heart  clot  developed  a  few  hours  before 
death,  the  proof  of  this  must  be  derived  largely  from  the  clinical  symp- 
toms, and  not  from  the  autopsy. 

The  condition  of  the  aortic  valves  and  of  the  endocardium,  and  the 
thickness  and  appearance  of  the  walla  of  the  left  ventricle,  papillary 
muscles,  chordffi  tendineffi,  etc.,  are  now  noticed. 

The  right  ventricle  is  now  opened  by  an  incision  through  its  anterior 
wall,  close  to  the  septum  (Fig.  648),  and  examined  in  the  same  way. 
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The  endocardium  of  the  upper  part  of  the  left  venlride  is  sometimcB 
thick  and  white,  without  the  existence  of  valvular  lesions  or  clinical 
history  of  disease.  The  endocardium  and  valves  are  often  stained  red, 
particularly  in  warm  weather,  by  imbibition  of  coloring  matter  of  the 
blood,  set  fi'ee  by  decomposition. 

To  complete  the  examination  of  the  cavities  the  enterotome  is  passed 
into  each  auricle,  carried  down  into  the  corresponding  ventricle,  and  an 
incision  made  along  the  outer  border  of  both  auricle  and  ventricle  to  the 
apex  of  the  latter.     In  this  way  the  auriculo-ventricular  valves  are  com- 
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pletely  exposed  (Fig.  650).  The  coronary  arteries  should  be  opened 
through  all  their  main  trunks,  with  fine  probe-pointed  scissors,  and  care- 
fully examined  for  marks  of  inflammation,  eml>o!i,  thrombi,  etc. 

In  cases  of  Stokes- Adams'  disease  look  for  lesions  involving  the  auric- 
ulo-ventricular bundle  of  His.' 

After  removing  the  blood,  the  heart  should  be  finally  weighed.  The 
normal  average  weight  of  the  heart  in  adults  is,  according  to  an  estimate 
iif  H.  I).  Arnold,'  in  males  about  200  grams:  in  females  about  260 gtams. 

'  H-fi  AWan.^T..I»ur,  Exp.  M.-l..  vol.  viiL,  p,  8,  IWW, 
=  .1rn«/rf.  •■(»l«(.miti<.n»on  IW  Weight  of  the  Normal  H.'s 
ana  Slxtt'ri.  (■,«■«,■•      ItrpurtH  of  the  BoHton  CSty  HoMpitul,  ten 
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The  weight  of  the  heart  relative  to  that  of  the  body  is  in  males  about 
1  :  158  to  178;  in  females,  about  1  :  149  to  176.  According  to  Buhl,  the 
average  thickness  of  the  wall  of  the  left  ventricle  at  about  the  middle  of 
the  cavity  is  from  1.6  centimetres  to  1.7  centimetres;  of  the  right  ventricle, 
from  0.4  to  0.6  centimetre. 

The  size  of  the  heart,  speaking  generally,  corresponds  to  the  size  and 
the  development  of  the  individual.  In  judging  of  an  increase  or  de- 
crease in  its  size  we  must  consider  the  weight  of  the  organ  and  the  thick- 
ness of  its  walls.  If  the  person  die  while  the  heart  is  contracted,  the 
walls  of  the  ventricles  will  appear  thicker,  their  cavities  smaller  than 
usual.*  If  he  die  of  some  exhausting  disease  like  typhoid  fever,  or  if 
decomposition  have  commenced,  the  heart  walls  will  usually  be  flabby 
and  the  cavities  will  appear  larger  than  usual. 

Preservation  op  Specimens. — Parenchymatous  and  fatty  degeneration  of  the  heart 
may  be  studied  microscopically  by  teasing  the  fresh  muscle  in  one-half-per-cent  salt 
solution,  or  by  examining  in  the  same  solution  fresh  sections  made  with  the  freezing 
microtome,  or  by  hardening  small  pieces  of  the  muscle  in  one-per-cent  osmic  acid  and 
teasmg  in  equal  parts  of  glycerin  and  water. 

Ihe  heart  valves  may  be  stretched  on  a  flat  cork  with  pins  and  hardened  in  Orth's 
or  Zenker's  fluid  or  alcohol.  For  the  methods  of  detecting  bacteria  In  ulcerative  endo- 
carditis see  section  on  Staining  Bacteria.  When  the  presence  of  bacteria  Is  suspected, 
cultures  should  be  made  and  the  tissues  should  be  preserved  in  strong  alcohol. 

The  Pleural  Cavities  are  next  examined.  The  hand  is  passed  into 
each,  and  the  existence  of  serous  or  fibrinous  exudation  or  of  old  adhe- 
sions ascertained.  The  method  of  detecting  the  presence  of  air  has  been 
given  above.  After  the  commencement  of  putrefaction  reddish  serum 
may  accumulate  in  the  pleural  cavities.  This  should  not  be  mistaken 
for  the  result  of  disease. 

The  Lungs. — Each  lung  is  lifted  up  in  turn,  the  vessels,  etc.,  at  its  base 
are  divided,  and  the  organ  is  removed.  If  the  pleura  is  very  adherent  it 
is  better  to  strip  off  the  costal  pleura  with  the  lung.  After  inspecting 
the  external  surface  of  the  lung,  observing  its  size,  shape,  color,  and  con- 
sistence, and  the  condition  of  the  bronchial  lymph-nodes,  the  bronchi 
are  opened  with  scissors  having  long,  narrow,  blunt-pointed  blades,  one 
blade  a  little  longer  than  the  other.  The  lung  is  held  in  the  left  hand 
with  its  base  upward,  the  large  bronchi  which  run  on  the  inner  side  of 
the  lower  lobe  being  first  opened,  afterward  those  of  the  upper  lobe. 
Each  bronchus  should  be  followed  to  its  smaller  ramifications. 

We  should  observe  the  contents  of  the  bronchi  and  the  appearance  of 
their  walls.  In  the  larger  and  medium-size  bronchi  the  cartilages  in 
their  walls  do  not  form  complete  rings,  but  appear  shining  through  the 
mucous  membrane  like  irregular  white  patches.  This  appearance  should 
not  be  mistaken  for  a  pathological  change.  In  bodies  which  have  been 
dead  for  some  time,  especially  in  cold  weather,  the  bronchial  mucous 
meiiibrane  may  be  red  and  swollen  as  a  post-mortem  change.  The 
contents  of  the  stomach  are  sometimes  forced,  after  death,  into  the 

*  For  method  of  determining  hypertrophy  of  tiie  heart  see  ref.  to  M'ller,  p.  506. 
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pharynx,  and  thence  find  their  way  into  the  trachea  and  bronchi,  giving 
them  a  peculiar  reddish  and  even  gangrenous  appearance.  Bronchitis 
does  not  always  leave  lesions  which  can  be  seen  after  death.  The  large 
vessels  should  now  be  examined  for  thrombi,  emboli,  or  other  lesions. 

After  the  examination  of  the  bronchi  the  lung  is  turned  over,  the 
vessels,  etc.,  at  its  root,  are  grasped  with  the  left  hand,  and  a  long,  deep  in- 
cision is  made  from  apex  to  base.  We  observe  the  appearance  and  text- 
ure of  the  lungs,  whether  the  air  vesicles  are  dilated  (emphysematous)  or 
filled  with  serum,  blood,  or  inflammatory  exudation.  Fluid  can  be 
pressed  out  of  the  air  vesicles  without  breaking  down  the  lung  tissue. 
Solid  inflammatory-  exudation,  on  the  other  hand,  renders  the  lung  more 
resistant  and  easily  broken  down.  Attention  should  be  paid  to  the  ooz- 
ing of  purulent  or  other  fluid  from  the  smaller  bronchi  when  the  lung 
is  squeezed  near  the  cut  surface.  It  is  the  rule  to  find  the  lower  lobes 
more  congested  than  the  upper. 

Preservation  of  the  Lungs  and  Bronchi. — If  the  lungs  have  been  cut,  small 
pieces  from  the  afTerte<l  portions  of  lun^  tissue  or  bronchi  should  be  hardened  in  Orth's 
fluid,  care  being  taken  not  to  squeeze  or  handle  them  imnecessarily.  It  is  better,  when 
the  microscopical  examination  \s  more  important  than  the  macroscopical,  not  to  open  the 
lungs  at  once,  but  to  fill  the  air  spaces  with  preservative  fluid  by  means  of  a  funnel 
attached  to  a  short  rubber  tube  and  cannula,  which  is  tied  into  the  main  bronchus.  In 
this  way  not  only  are-  the  minute  structures  better  preser\'al,  but  the  air  vesicles  are 
filled  out  and  hardened  in  an  approximately  natural  condition.  Care  should  be  taken 
not  to  have  too  great  a  pressure  from  the  inflowing  fluid,  since  then  exudations  might 
be  displaced  or  the  lung  distorted  or  ruptured.  While  the  lung  Ls  being  filled  it  should 
be  Inmiersed  in  a  vessel  of  the  same  pre8er\*ative  fluid,  in  which,  after  closing  the  can- 
nula or  ligating  the  bronchim,  it  lies  for  twenty-four  hours.  It  Ls  then  cut  into  small 
pieces  and  the  hardening  completed.  For  the  display  of  certain  gross  lesions,  such  as 
tuberculous  and  other  cavities  of  the  lungs  and  bronchi,  tumors  etc.,  the  lungs  filled 
in  this  way  are  opened  by  an  incision  along  the  posterior  surface  from  apex  to  base  and 
hung  in  jars.  For  this  purpose  five-per-cent  formaldehyde  solution  may  be  used  for 
both  fixation  and  preser\'ation  in  the  jars.  A  variety  of  hardening  agents  may  be 
used :  Orth's  fluid  or  formalin  solution  (5  :  100)  is  on  the  whole  the  best.  If,  however,  the 
lung  is  commencing  to  decay,  strong  alcohol  will  stop  the  process  most  quickly  and 
give  as  good  results  as  are  possible  under  the  circumstances.  Alcohol  should  be  used 
when  the  lungs  are  to  be  examined  for  bacteria. 

It  is  often  desirable,  and  particularly  in  cases  In  which  the  topography  of  lesions  is 
to  be  studied,  as  in  acute  miliary  tuberculosis,  acute  and  chronic  phthisis,  infarctions, 
etc.,  to  inject  the  blood-vessels  with  colored  gelatin.  The  lung  should,  after  the  injec- 
tion, be  hardened  in  alcohol. 

The  Pharynx,  Larynx,  (Esophagus,  and  Thyroid  Gland. — For  the  re- 
moval of  these  parts  the  incision  through  the  skin  should  be  carried 
upward  as  far  as  practicable — when  permissible,  to  a  point  one  inch  be- 
low the  chin,  the  head  being  allowed  to  hang  backward  over  the  edge  of 
the  table. 

The  soft  parts  are  dissected  from  the  larynx,  taking  care  not  to  cut 
the  thyroid  body,  and  an  incision  is  made  through  the  floor  of  the 
mouth,  following  the  internal  surface  of  the  inferior  maxilla.  Through 
this  incision  the  fingers  are  introduced  into  the  mouth,  the  tongue  is 
drawn  down,  the  posterior  wall  of  the  pharynx  is  divided  above  the  tonsils, 
and  the  tongue,  pharynx,  and  larynx  are  drawn  out  together.     These 
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organs  are  then  pulled  downward,  and  with  the  aid  of  the  knife  the  trachea 
and  oesophagus  are  removed  entire,  the  oesophagus  being  cut  just  above 
the  stomach.  If  the  contents  of  the  stomach  are  to  be  preserved,  as  in 
cases  of  suspected  poisoning,  a  ligature  is  put  around  the  oesophagus  just 
below  the  point  at  which  it  is  to  be  cut  off. 

With  the  enterotome  the  pharynx  and  oesophagus  are  now  slit  open 
upon  their  posterior  surfaces.  The  mucous  membrane  thus  exposed  is 
examined  for  evidences  of  caustic  poisons,  of  inflammation,  tumors, 
strictures,  varices,  etc.  The  enterotome  is  next  introduced  into  the 
larynx,  and  this  organ  and  the  trachea  are  laid  open  along  the  poste- 
rior wall.  Here  we  look  for  oedema  of  the  aryteno-epiglottidean  folds 
(oedema  of  the  glottis),  for  evidences  of  catarrhal,  croupous,  ulcerative, 
and  syphilitic  inflammation,  and  for  tumors  and  lesions  of  the  laryngeal 
cartilages.  (Edema  and  redness  of  the  larynx  may  result  from  post-mor- 
tem changes,  especially  in  bodies  which  have  been  kept  for  several  days 
in  cold  weather.  A  well-marked  oedema  glottidis  during  life  may  leave 
no  trace  after  death.  Putrefactive  changes  usually  commence  early  in 
the  larynx  and  trachea. 

The  thyroid  gland  is  dissected  off  and  examined.  Its  weight  varies 
considerably,  being,  according  to  Krause,  somewhat  over  30  grams. 

Preservation  op  the  Pharynx,  Larynx,  Trachea.  Etc. — These  structures  are 
freed  from  superfluous  tissue  and  suspended  entire  by  a  thread  In  a  large  quantity  of 
Orth's  fluid  or  Flemmlng's  osmlc-acid  mixture,  after  which  the  hardening  Is  completed 
In  the  usual  way.  The  oesophagus  should  be  stretched  loosely  on  sheet  cork  with  pins, 
and  hardened  In  either  of  the  above  fluids.  The  thyroid  may  be  cut  Into  small  pieces 
and  similarly  hardened. 

The  Abdomen. 

Returning  now  to  the  abdominal  cavity,  we  first  dissect  off  the  omen- 
tum. Tubercles  of  the  peritoneum  may  be  best  seen  in  the  omentum. 
The  colon  is  then  raised  and  dissected  free,  to  the  caecum  on  one  side  and 
to  the  rectum  on  the  other.  The  colon  and  small  intestines  are  then 
drawn  first  to  the  right  and  then  to  the  left  side,  so  as  to  expose  in  turn 
the  right  and  left  kidneys.  As  each  kidney  is  brought  into  view  an  in- 
cision is  made  through  the  peritoneum  over  the  track  of  the  ureter.  The 
ureter  is  followed  through  its  entire  length  and  its  condition  ascertained. 

Sometimes  one,  more  rarely  all,  of  the  abdominal  viscera  are  un- 
usually movable,  owing  to  a  relaxation  of  their  ligamentous  or  other  sup- 
ports. This  condition — enteroptosis — is  common  in  the  liver,  more  fre- 
quent in  the  spleen,  and  especially  so  in  the  kidneys.  It  has  been 
occasionally  described  in  the  stomach  and  intestines. 

The  Kidneys. — These  organs  are  now  removed,  the  peritoneum  and 
fat  being  separated  from  them  with  the  hand,  and  the  vessels  being  di- 
vided with  the  knife.  The  adrenals,  at  the  upper  end  of  each  kidney, 
are  removed  at  the  same  time.  The  kidneys  may  be  softened  by  putre- 
faction, or  the  surface  may  have  a  greenish-gray  color,  caused  by  the 
post-mortem  action  of  putrefactive  gases  on  the  haemoglobin. 
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An  incision  is  made  through  the  capsule  along  the  convex  border  of 
the  kidney,  and  the  membrane  stripped  off.  We  notice  the  degree  of 
adherence  of  the  capsule  to  the  kidney,  and  also  the  surface  of  the  latter, 
whether  smooth  or  roughened,  pale,  congested,  or  mottled;  an  incision 
is  made  along  the  convex  surface  down  to  the  pelvis,  so  that  the  organ 
is  divided  into  halves.  We  observe  the  relative  thickness  of  the  cortical 
and  pyramidal  portions,  as  well  as  the  size  of  the  entire  organ.  To  as- 
certain the  latter  point,  it  is  well  to  weigh  each  kidney;  the  normal 
weight  is  from  130  to  150  grams.  The  left  kidney  is,  according  to  Orth, 
from  five  to  seven  grams  heavier  than  the  right.  At  from  twenty  to 
thirty-five  yeai*s  of  age,  according  to  Thoma,  the  weight  of  the  heart  is  to 
the  weight  of  both  kidneys  as  1:1.1.  The  weight  of  the  kidneys  of  adults 
is  given  by  Vierordt  in  general  as  about  0.48  per  cent  of  that  of  the  entire 
bo<lv. 

It  is  necessary'  to  remember  that  in  a  kidney  which  is  much  atrophied 
there  nuiy  be  an  increase  of  fat  in  the  pelvis,  which  gives  the  organ 
nearly  its  normal  size  and  weight,  while  the  kidney  tissue  proper  may 
have  in  great  measure  disappeared. 

We  now  inspect  the  kidney  tissue  more  closely,  especially  the  cortical 
portion.  The  pyramids  consist  largely  of  tubes  running  in  nearly- 
straight  lines  from  the  apex  to  the  base  of  each  pyramid.  These  straight 
tubes  pass  from  the  pyramids  into  the  cortex  in  bundles,  called  medul- 
lar>'  rays,  many  of  them  retaining  their  straight  course  until  they  nearly 
reach  the  surface  of  the  kidney.  These  straight  tubules  send  off  branches 
on  all  sides  of  the  rays,  which  become  convoluted,  form  Henle's  loops, 
and  finally  terminate  in  the  glomeruli  or  Malpighian  bodies.  In  this 
way  the  cortex  of  the  kidney,  as  seen  in  section,  is  divided  into  alternate 
bands  of  straight  tubes,  and  convoluted  tul)es,  with  glomeruli;  both  sets 
of  bands  being  perpendicular  to  the  surface  of  the  kidney,  and  called  re- 
spectively medullar}'  rays  and  labyrinths.  About  the  convoluted  tubules 
and  glomeruli  is  a  rich  venous  plexus;  and  since  after  death  the  blood 
usually  remains  in  this  plexus  and  in  the  glomeruli,  the  bands  containing 
the  convoluted  tubules,  i.e.,  the  labyrinths,  usually  appear  red,  while  the 
medullary  rays  are  grayish-white.  In  a  normal  kidney,  therefore,  the 
cortex  should  be  regularly  striped  in  narrow  alternating  red  and  whitish 
bands. 

The  average  thickness  of  the  cortex  of  the  kidney  is  from  four  to  six 
millimetres. 

If  there  be  extensive  congestion,  the  entire  cortex  is  red.  If  the  epi- 
thelium of  the  tubules  degenerates  and  fills  them  up,  or  if  there  are  con- 
siderable changes  in  the  interstitial  tissue,  the  regular  bands  are  lost  and 
the  cortex  is  irregularly  mottled.  If  the  tubular  epithelium  becomes 
filled  with  fat  globules,  this  is  indicated  by  an  opaque  yellow  color  of  the 
affected  parts;  in  many  cases,  therefore,  the  existence  of  a  kidney  lesion 
can  be  recognized  with  the  naked  eye. 

If  waxy  degeneration  be  present  to  a  marked  extent,  it  may  be  mani- 
fest by  a  peculiar  translucent  appearance  of  the  affected  parts,  but  in 
most  cases  it  is  necessary  to  apply  reagents  to  demonstrate  it  satisfac- 
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torily.  The  cut  surface  of  the  kidney  is  washed  with  T/ater,  to  free  it 
from  blood,  and  repeatedly  brushed  with  an  aqueous  solution  of  iodin 
(iodin  1  part,  potassium  iodid  3  parts,  water  100  parts).  The  glo- 
meruli and  the  blood-vessels  are  most  frequently  affected,  and,  if  so,  they 
may  appear  as  mahogany-colored  dots  and  lines  on  a  yellow  ground. 

But  this  reaction  is  not  constant,  and,  for  accurate  detection  of  amy- 
loid substance,  recourse  should  be  had  to  other  reagents  applied  to  sec- 
tions of  the  hardened  tissues  (see  p.  50). 

The  pelvis  of  the  kidney  should  be  examined  for  inflammatory  lesions 
and  calculi.  Sometimes  a  whitish  fluid  is  seen  in  the  pelvis  and  can  be 
squeezed  from  the  papillae;  this  is  produced  by  a  post-mortem  desqua- 
mation of  the  epithelium,  but  is  likely  to  be  mistaken  for  pus. 

Preservation  of  the  Kidney. — If  the  kidney  be  not  opened,  the  blood-vessels 
may  be  Injected  through  the  renal  artery,  slowly  and  under  a  low  pressure,  with  Orth's 
fluid  or  Flemmlng's  osmlc-acld  mixture.  After  the  vessels  are  filled  with  either  of  the 
above  fluids,  they  are  tied,  and  the  entire  organ  is  placed  In  a  large  quantity  of  the 
Injecting  fluid  for  twenty-four  hours.  The  kidney  Is  then  cut  Into  small  pieces,  and 
the  hardening  Is  completed  in  the  usual  way. 

In  most  cases,  however,  the  kidneys  wUl  have  been  opened  for  Inspection  at  the 
autopsy.  Then  small  pieces  are  removed  from  the  various  regions  and  hardened  in  the 
above  fluids. 

Kidneys  which  are  to  be  examined  for  the  presence  of  bacteria  should  be  cut  into 
small  pieces  and  placed  at  once  in  strong  alcohol,  which  should  be  changed  once  or 
twice,  and  In  which  they  are  permanently  preserved. 

The  Adrenals — Suprarenal  Capsules. — These  are,  in  the  foetus,  of  an 
ovoidal,  in  the  adult,  of  a  triangular  shape.  They  are  situated  at  the 
upper  and  inner  border  of  the  kidney,  to  which  they  are  loosely  attached 
by  connective  tissue.  On  the  anterior  surface  is  an  irregular  fissure, 
called  the  hilus,  from  which  the  veins  emerge.  The  size  of  the  adrenals 
varies  considerably,  but  in  the  adult  the  average  vertical  diameter  is  from 
8.2  cm.  to  4.5  cm.,  the  transverse  diameter  about  3.2  cm.,  and  they  are 
from  4.2  mm.  to  6.4  mm.  in  thickness.  They  weigh  in  the  adult  from  4  to 
8  grams.  They  are  relatively  larger  in  children  than  in  adults.  They  are 
composed  of  a  cortical  and  a  medullar}"  portion,  the  cortex  forming  a  yel- 
lowish shell  around  the  dark-red  or  brown  medulla.  They  are  enclosed 
in  a  connective-tissue  capsule,  from  which  fibrous  processes  extend  in- 
ward, dividing  the  gland  mto  a  series  of  irregular  chambers.  Those  in 
the  cortex  are  mostly  elongated,  giving  this  portion  a  striated  appear- 
ance, while  those  in  the  medulla  are  polyhedral.  It  is  in  these  spaces 
that  the  parenchyma  celis  lie.  The  adrenals  readily  decompose;  the 
inner  layer  of  the  cortex  may  soften  and  break  down,  so  that  the  outer 
zone  forms  a  sort  of  cvst  filled  with  reddish-brown  broken-down  sub- 
stance.  Hypertrophy,  tuberculosis,  and  cheesy  degeneration,  fatty  de- 
generation, and  tumors  are  to  be  looked  for. 

Preservation. — The  adrenals  should  be  hardened  In  Orth's  fluid  or  in  strong 
alcohol. 

The  Spleen. — This  organ  has,  when  removed  from  the  body,  the  gen- 
eral shape  of  a  flattened  ellipsoid,  most  curved  on  its  external  and  pos- 
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terior  surface.  It  is  situated  in  an  oblique  position  on  the  left  side  of 
the  stomach,  and  between  its  cardiac  end  and  the  diaphragm.  The 
vessels  are  given  off  from  its  inner  surface,  which  is  crossed  by  a  more 
or  less  well-marked  vertical  ridge.  The  point  of  emergence  of  the  ves- 
sels is  called  the  hilus.  Its  long  diameter  extends  from  the  seventh  inter- 
costal space  to  the  eleventh  rib.  Its  upper  portion  is  separated  from  the 
ribs  by  the  lungs;   its  lower  portion  by  the  diaphragm. 

It  is,  according  to  Vierordt,  on  the  average,  from  12  to  13  cm.  long; 
from  7  to  8  cm.  broad,  and  about  3  cm.  thick.  Its  average  weight  is 
about  171  grams.  The  dimensions  of  the  spleen  as  given  by  Krausc  are 
somewhat  greater  than  the  above.  But  its  measurement  and  weight 
vary  considerably  within  the  limits  of  health.  It  is  in  these  respects 
the  most  variable  organ  in  the  body.  In  old  age  the  average  weight 
gradually  diminishes. 

The  spleen  is  enclosed  in  a  fibrous  capsule  covered  with  peritoneum. 
The  parenchyma  is  formed  of  blood-vessels  and  fibrillar  connective  tissue, 
and  of  a  soft,  dark-red  pulp  in  which  are  embedded  whitish  spheroidal 
or  elongated  bodies,  the  glomeruli,  or  Malpighian  bodies.  In  the  normal 
human  spleen  the  glomeruli  are  usually  hardly  perceptible  to  the  naked 
eye,  but  sometimes  they  are  very  plain.  Sometimes  the  fibrous  stroma 
is  very  apparent,  sometimes  not. 

The  size,  consistence,  and  color  of  the  organ  vary  a  good  deal  within 
normal  limits;  it  may  soften  in  decomposition.  Thickenings  of  the  cap- 
sule and  abnormal  adhesions  are  very  common,  and  often  occur  without 
any  clinical  history  indicating  disease.  We  should  look  for  changes  in 
size,  color,  and  hardness;  for  pigmentation,  hyperplasia  of  the  connec- 
tive tissue,  amyloid  degeneration,  tubercles,  and  infarctions. 

Not  infrequently  one  or  more  spheroidal  or  flattened  so-called  acces- 
sory spleens  are  found  in  the  vicinity  of  the  spleen;  they  vary  in  size 
from  that  of  a  pea  to  that  of  a  walnut. 

Preservation. — In  certain  diseases  of  the  pulp,  anspmia,  Ieucoc3rth{Pmia,  etc.,  the 
tissue  should  be  teased,  when  fresh,  in  one-half-pcr-cent  salt  solution,  or  examined  by 
the  staining  methods  described  under  the  Lesions  of  the  Blood.  For  general  purposes 
small  pieces  of  the  organ  are  hardened  in  Orth'c  fluid,  Flemming  s  osmic-acid  mixture, 
or  in  alcohol. 

The  Intestine8.**The  i^Gctum  is  divided,  the  intestine  is  seized  with  the 
left  hand,  and,  being  kept  stretched,  is  separated  from  its  attachments 
by  repeated  incisions  through  the  mesentery  close  to  the  gut,  until  the 
duodenum  is  reached,  where  the  intestine  is  again  cut  off.  The  opera- 
tion is  more  cleanly  ii,  before  dividing  the  gut,  ligatures  are  placed 
around  it  at  either  end.  The  entire  length  of  the  gut  is  now  laid  open 
with  the  enterotome  along  the  mesenteric  attachment;  the  mucous  mem- 
brane is  cleaned  with  a  stream  of  water  and  then  examined. 

In  cases  of  suspected  poisoning,  a  ligature  shoUid  be  placed  around 
the  rectal  end  of  the  gut  and  two  around  the  duodenal  end,  and  it  should 
then  be  cut  off  below  the  former  and  between  the  latter  ligatures.  The 
gut  is  now  opened  and  the  contents  are  emptied  into  a  clean  glass  jai  for 
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delivery  to  the  chemist,  care  being  taken  that  they  be  not  allowed  to 
touch  anything  but  the  inner  surface  of  the  jar.  After  washing  the  in- 
testine in  pure,  fresh  water  and  examining  it,  it  should  be  placed  entire 
in  another  clean  jar  and  the  jar  sealed. 

Cadaveric  lividities  are  very  common  in  the  intestines,  and  are 
usually  most  marked  in  the  dependent  portions.  They  are  apt  to  occur 
in  patches,  but  may  be  diffuse  and  very  extensive.  If  the  wall  of  the 
gut  be  stretched,  they  are  often  seen  to  be  discontinuous,  owing  to  the 
pressure  of  the  blood  from  the  parts  which  are  squeezed  by  folds.  Small 
patches  of  arborescent  or  diffuse  red  staining  are  often  seen,  formed  by 
the  imbibition  from  the  vessels  of  decomposing  haemoglobin.  In  the 
more  advanced  stages  of  decomposition  the  mucosa  may  be  softened  and 
loosened.  A  dark  purple  or  brownish  discoloration  of  the  entire  intes- 
tinal wall  is  frequently  seen,  either  diffuse  or  in  patches.  Much  experi- 
ence and  careful  observation  are  requisite  in  forming  a  correct  judgment 
regarding  the  significance  of  changes  of  color  in  the  intestines.  Caution 
is  necessary  in  distinguishing  normal  digestive  hyperaemia  from  ab- 
normal congestion.  A  very  considerable  congestion  may  exist  without 
disease. 

The  lesions  ordinarily  to  be  looked  for  are  catarrhal,  croupous,  and 
ulcerative  inflammations,  perforations,  haemorrhages,  strictures,  tumors, 
amyloid  degeneration,  swelling  and  ulceration  of  the  solitary  follicles 
and  Peyer's  patches,  and  pigmentation.  For  the  detection  of  amyloid 
degeneration  of  the  mucosa  this  structure  should  be  carefully  washed 
and  brushed  with  a  solution  of  iodin. 

Preservation. — For  the  general  purposes  of  microscopic  study,  portions  of  the  gut 
should  be  gently  stretched  on  cork  (the  mucosa  side  free)  and  hardened  in  Orth's  fluid 
or  in  Flemming's  osmic-acld  mixture. 

For  obvious  reasons  the  mucous  membrane  should  be  handled  as  little  as  possible, 
for,  in  the  majority  of  ca^es,  decomposition  and  softening  have  already  set  in  at  the 
time  of  the  autopsy,  and,  under  the  most  favorable  conditions,  the  epithelium  Ls  very 
easily  rubbed  off. 

In  cases  in  which  the  most  perfect  preservation  of  the  topographical  features,  as 
well  as  the  minute  structure  of  the  intestinal  mucosa,  is  desired,  even  at  the  expense  of 
an  Inspection  of  the  fresh  tissue,  another  mode  of  procedure  is  to  be  reconmiended. 
Selected  segments  of  the  gut  are,  after  removal  from  the  body,  allow^ed  to  remain  un- 
opened on  the  table  while  ligatures  are  tied  around  the  ends.  The  isolated  segments, 
or  the  whole  gut,  may  now  be  moderately  filled — not  distended — with  one  of  the 
above  fluids  by  means  of  a  syringe  with  a  needle  cannula;  or  one  end  of  the  segment 
may  be  tied  and  the  fixative  introduced  through  a  funnel  at  the  other,  which  end  is  then 
ligated.  The  segments  to  be  preserved  should  now  be  placed 'unopened  in  the  fixative 
solution.  After  twenty-four  hours  they  may  be  opened  with  scissors  or  a  sharp  knife, 
cut  into  suitable  pieces,  and  kept  permanently  in  eight y-per-cent  alcohol. 

The  Stomach  and  Duodenum. — We  now  introduce  the  enterotome  into 
the  duodenum  at  its  transverse  portion,  and  open  it  on  the  convex  border. 

When  the  pylorus  is  reached  the  incision  is  carried  obliquely  over  to 
the  greater  curvature  of  the  stomach,  along  which  it  is  extended  as  far  as 
the  a*sophageal  opening,  and  the  organ  examined  in  situ;  or,  if  a  more 
careful  examination  of  the  stomach  is  called  for,  after  ascertaining 
whether  or  not  the  bile  duct  is  pervious  (see  below),  the  duodenum  and 
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Stomach  may  be  removed  together,  and  the  stomach  opened  and  exam- 
ined on  the  table.  Alterations  in  size  and  form,  the  presence  of  tumors, 
ulcers,  etc.,  may  now  be  sought  for. 

If  poisoning  be  suspected,  a  ligature  should  have  been  placed,  earlier 
in  the  examination  (see  above),  around  the  lower  end  of  the  oesophagus 
and  the  duodenum.  The  stomach  and  duodenum  are  now  removed  to- 
gether unopened.  They  are  to  be  opened  in  a  carefully  cleansed  glass 
jar,  and  after  an  inspection  of  the  mucous  membrane  and  the  contents 
with  the  naked  eye  and  a  hand  lens,  stomach,  duodenum,  and  contents 
are  to  be  sealed  in  the  jar  for  the  chemist. 

We  now  look  for  the  orifice  of  the  bile-duct,  which  will  be  found 
about  the  middle  of  the  descending  portion  of  the  duodenum  on  its  con- 
cave border.  Pressure  on  the  gall-bladder  or  on  the  common  duct  will 
usually  cause  the  bile  to  flow  into  the  intestine  if  the  ducts  are  pervious. 
But  a  sufficient  degree  of  stoppage  may  exist  in  the  ducts  to  give  rise  to 
marked  symptoms  of  disease,  without  preventing  the  flow  of  bile  under 
these  conditions,  even  with  a  moderate  pressure.  A  long  director  is  now 
passed  into  the  gall-duct,  which  is  laid  completely  open;  ulcerations, 
cicatrices,  gall-stones,  inflammatory  lesions,  and  tumors  are  looked  for. 
In  stricture  of  the  gall-duct  the  mucous  membrane  above  will  often  be 
found  bile-stained,  while  below  it  is  colorless.  At  this  point,  should 
there  be  any  special  reason  for  doing  so,  the  portal  vein,  which  lies  close 
behind  the  ductus  choledochus,  should  be  opened  and  examined  for  peri- 
phlebitis, phlebitis,  and  thrombosis.  The  mucous  membranes  of  the 
duodenum  and  stomach  are  now  examined.  Acute  inflammation  from 
caustic  poisons,  chronic  catarrhal  inflammations,  haemorrhages,  ulcers, 
erosions,  swelling  of  the  solitary  follicles  (lymph-nodules),  and  tumors 
are  lesions  most  frequently  seen.  We  sometimes  find  a  diffuse  congestion 
of  the  stomach,  similar  to  that  produced  by  irritant  poisons,  as  a  result 
of  doses  of  c  rot  on  oil  given  just  before  death. 

Preservation. — The  same  methods  should  be  used  as  for  the  Intestines  (see  above). 
Tumors  should  be  cut  Into  small  pieces  and  hardened  in  Orth's  fluid  or  five-per-cent 
formalin. 

The  Liver. — To  remove  the  liver,  the  diaphragm  is  first  divided  on 
one  side  of  the  suspensory  ligament  as  far  back  as  the  spine;  the  suspen- 
sory ligament  is  then  divided;  then  the  right  and  left  lobes  being  in  turn 
raised,  the  lateral  ligaments  are  severed.  Then,  the  left  lobe  being  seized, 
the  organ  is  dragged  obliquely  downward  into  the  abdominal  cavity,  the 
remaining  attachments  being  dissected  away.  The  liver  is  first  laid  on 
its  superior  surface  and  the  gall-bladder  and  its  contents  are  examined. 
The  character  of  the  gall  is  to  be  determined,  and  gall-stones,  inflam- 
matory lesions,  and  tumors  are  to  be  sought  for.  To  determine  the 
actual  size  of  the  organ,  it  should  be  both  measured  and  weighed.  Its 
size  varies  greatly  in  different  healthy  individuals,  })ut  in  general  it  may 
be  said  that  it  measures  from  25  to  30  cm.  transversely,  from  15.3  to  18 
cm.  antero-posteriorly,  and  from  9  to  12  cm.  at  its  thickest  part;  its  or- 
dinary weight  is  between  1,550  and  1,860  grams.     In  children  its  weight 
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relative  to  that  of  the  body  is  greater  than  in  adults.  The  liver  is 
increased  in  size  and  weight  during  digestion  and  by  congestion  from 
any  cause. 

The  convex  surface  of  the  right  lobe  of  the  liver  not  infrequently 
shows  several  grooves  running  from  front  to  back,  approximately  par- 
allel with  the  suspensory  ligament  of  the  liver.  These  grooves,  which 
may  be  found  in  persons  of  all  ages,  are  believed  by  some  to  be  usually 
congenital,  by  others  to  be  the  result  of  pressure  of  the  diaphragm  and 
the  abdominal  muscles  on  a  relaxed  atrophic  liver.  They  seem  in  any 
event  to  be  of  no  practical  importance.  On  the  other  hand,  a  transverse 
groove  running  at  right  angles  to  the  axis  of  the  body  is  a  not  infrequent 
result  of  tight  lacing,  and  is  usually  associated  with  local  connective- 
tissue  thickening  of  the* capsule  and  underlying  tissue  of  the  liver.  In 
this  way  the  liver  may  become  much  distorted  and  the  gall-bladder  com- 
promised. 

The  capsule  of  the  liver  is  now  examined;  the  organ  is  then  laid  on  its 
lower  surface  and  several  deep  incisions  are  made  from  above  downward. 
The  color  and  consistence  of  the  liver  tissue  should  be  noticed,  also  the 
distinctness  with  which  the  lobular  outlines  can  be  seen;  whether  or  not 
the  centres  of  the  lobules  are  congested  or  their  peripheries  lighter  in 
color  than  usual;  the  presence  of  tumors,  tubercles,  abscesses,  ecchinococ- 
cus,  new  connective  tissue,  and  pigmentation.  Suspected  am>loid  de- 
generation should  be  tested  for  by  iodin  solution. 

We  often  find  the  surface  of  the  liver  of  a  greenish  or  very  dark- 
brown  color;  less  frequently  the  same  color  extends  into  the  substance  of 
the  organ.  This  discoloration,  w^hich  is  entirely  post  mortem,  is,  like 
the  similar  discoloration  of  other  internal  organs,  produced  by  the  action 
of  the  gases  of  putrefaction  on  the  coloring  matter  of  the  blood. 

Preservation. — For  the  study  of  parenchymatous  degeneration,  sections  of  the 
fresh  frozen  tissue  or  small  teased  fragments  should  be  examined  in  half-per-cent  salt 
solution.  For  general  purposes  small  pieces  should  be  hardened  in  Orth^s  fluid  or  in 
formalin  solution  (5  :  100)  or  in  alcohol.     Tumors  should  be  treated  in  the  same  way. 

The  Pancreas. — This  organ,  of  a  light  yellowish-red  color,  is  elon- 
gated, irregularly  prismatic  in  shape,  and  flattened  antero-posteriorly; 
the  right  end,  called  the  head,  is  broader  than  the  rest  and  lies  in  the 
concavity  of  the  duodenum.  The  remainder  of  the  organ,  the  body  and 
tail,  are  usually  tapering  and  lie  transversely  in  the  abdominal  cavity, 
the  tail  reaching  to  the  spleen.  Its  size  and  weight  vary  considerably; 
its  usual  length  is  from  15.3  to  23  cm.;  its  breadth  about  3.8  to  4.5  cm.; 
its  thickness  about  1.3  to  3.8  cm.;  its  weight  is  usually  from  70  to  108 
grams.  The  organ  may  be  rounded  instead  of  flattened;  the  head  and 
tail  may  be  disproportionately  large;  the  tail  may  be  unusually  long  or 
may  be  divided  or  curved.  The  superior  mesenteric  artery  and  vein, 
which  pass  behind  the  gland,  are  usually  partly  embedded  in  it,  but  are 
sometimes  completely  enclosed. 

A  longitudinal  incision  should  be  made  through  the  whole  gland, 
and  its  substance  and  duct  should  be  searched  for  calculi,  tumors,  mal- 
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formations,  and  evidences  of  acute  and  chronic  inflammation,  fat  necro- 
sis, and  amyloid  degeneration  of  the  blood-vessels.  The  pancreas  is 
frequently  of  a  dark-red  color  from  post-mortem  staining. 

Preheuvation. — Portions  of  this  organ  should  be  bardeneii  In  strong  alcohol, 
Orth's  fiukl.  or  In  Flemming's  osmic-acid  mixture. 

The  examination  of  the  thoracic  duct,  which  lies  to  the  right  and 
posterior  to  the  aorta,  may  now  be  made.  Among  the  most  important 
of  its  lesions  is  tuberculosis,  since  it  has  been  shown  that  from  a  tuber- 
culous lesion  here  the  generalization  of  the  bacilli  not  infrequently  oc- 
curs. Inflammatory  lesions,  carcinoma,  partial  or  total  occlusion  from 
pressure  may  be  found. 

The  solar  plexus,  which  surrounds  the  origin  of  the  ca^liac  axis  and 
the  superior  mesenteric  artery  and  lies  between  the  adrenals,  may  now 
be  sought.  Lesions  of  the  semilunar  and  other  gamjlia  are  to  be  noted — 
atrophy,  pigmentation,  and  degenerations. 

The  condition  of  the  hirmolymph  nodes  in  the  prevertebral  fat  should 
be  ascertained  (see  p.  451). 

The  Aorta. — The  size  of  the  lumen  of  this  vessel  should  be  determined. 
The  average  circumference  of  the  ascending  aorta  in  the  adult  may  be 
taken  in  general  as  about  69  millimetres.*  Either  in  situ  or  after  re- 
moval the  aorta  should  be  opened  by  an  incision  extending  its  whole 
length  and  continued  into  its  larger  branches. 

Thk  Gf:nito-urinary  Organs. 

The  Male  Organs. — If  the  urine  is  to  be  examined  it  may  be  drawn  off 
with  a  catheter;  or  a  vertical  incision  may  be  made  into  the  bladder  just 
above  the  symphysis  pubis,  and  some  of  the  urine  dipped  out.  The  cut 
end  of  the  rectum  should  now  l>e  grasped  with  the  left  hand  and  raised 
up,  and  this  and  the  bladder,  prostate  gland,  etc.,  dissected  away  from 
the  pelvis,  the  knife  being  carried  close  to  the  bone.  The  bladder  is 
now  drawn  backward  and  the  loose  tissue  close  under  the  symphysis 
pubis  cut.  The  body  of  the  penis  is  then  shoved  backward  within  the 
skin  and  dissected  away  from  behind,  beneath  the  symphysis,  and  finally 
cut  off  just  behind  the  glans  penis.  The  penis  and  bladder  are  now- 
drawn  backward  and  upward,  and  the  pelvic  organs  removed  together. 
Or,  the  penis  may  be  removed  by  sawing  away  the  bones  above  the  pubic 
arch,  and  then  dissecting  away  the  penis,  whose  root  is  thus  exposed. 

The  pelvic  organs  are  then  laid  on  the  table,  the  bladder  uppermost; 
a  long  director  is  passed  into  the  urethra,  which  is  opened  on  its  upper 
surface  through  its  entire  length,  and  the  bladder  widely  opened.  In 
the  urethra  the  presence  of  strictures,  diverticula,  ulcers,  inflammatory 
lesions,  is  to  l)e  noticed;  in  the  bladder  inflammatory  lesions,  hypertro- 
phies, congestion  and  ecchymosis  of  the  mucous  membrane,  hyperplasia 
and  ulcers  of  the  lymph-nodules,  and  tumors.  The  organs  are  now 
turned  over;  the  rectum  is  opened  and  examined  for  varicose  veins,  ha?m- 

^  See  Vierordt'8  Tables;  also  v.  RUodk,  Zeits.  f.  klin.  Med.,  Bd.  Ixi.,  p.  36,  1907. 
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orrhages,  ulcers,  strictures,  and  tumors.  The  prostate  gland  is  then  cut 
into  and  the  presence  of  calculi,  inflammatory  lesions,  hypertrophies, 
and  tumors  sought  for.  Lastly,  the  I'esiculo!  seminales  are  examined,  in 
which,  though  rarely,  we  may  find  evidences  of  tuberculous  inflamma- 
tion and  dilatation. 

The  Testicles  may  be  removed,  when  necessary,  without  cutting  the 
scrotum,  by  enlarging  the  inguinal  canals  from  within  and  crowding  the 
glands  through  them  and  cutting  them  off.  The  average  weight  of  the 
adult  testicle  with  its  epididymis  is,  according  to  Krause,  from  15  to 
24.5  grams.  Inflammatory  lesions,  tuberculosis,  abscesses,  and  tumors 
are  the  most  frequent  lesions. 

Preservation. — The  urethral  canal  and  bladder  may  be  pinned  open  and  hardened 
In  Orth's  fluid  or  in  Flemming's  osmic-acid  mixture.  The  prostate,  vesicuisD  seminales, 
testicles,  and  tumors  may  be  hardened  in  the  same  fluids. 

The  Female  Organs. — The  position  and  general  condition  of  the  pelvic 
organs  should  first  be  determined  by  inspection.  Abnormal  adhesions 
of  the  ovaries,  broad  ligaments,  Fallopian  tubes,  and  uterus;  malposi- 
tions of  the  uterus;  subserous  tumors  of  the  uterus,  and  ovarian  tumors, 
are  frequently  observed.  Haemorrhage  into  the  posterior  cul-de-sac  is 
sometimes  found.  The  urine  should  be  collected,  if  necessar}',  as  above 
directed;  the  organs  should  be  dissected  away  laterally,  as  in  the  male, 
care  being  taken  not  to  injure  the  ovaries  and  Fallopian  tubes.  The 
bladder  is  then  drawn  strongly  backward  and  upward,  and  dissected 
away  from  the  symphysis  and  the  pubic  arch,  and,  the  point  of  the  knife 
being  carried  forward  and  downward,  the  vagina  is  cut  off  in  its  lower 
third,  the  rectum  severed  just  above  the  anus,  the  remaining  attachments 
cut,  and  the  pelvic  organs  are  taken  out  together.  If  it  be  necessar>'  to 
remove  the  external  generative  organs,  after  freeing  the  lateral  surfaces 
of  the  internal  organs  and  the  bladder,  the  legs  are  widely  separated  and 
the  vulva  and  anus  circumscribed  by  a  deep  incision.  The  tissues  close 
beneath  the  pubic  arch  are  now  dissected  away  from  below,  and  the 
vulva  is  thrust  back  beneath  the  symphysis;  it  is  now  seized  above  the 
bone,  and  together  with  the  anus  dissected  away  and  removed  with  the 
other  organs. 

The  bladder  is  first  opened  and  examined.  The  imlva  may  now  be 
examined  for  hypertrophies,  inflammator>'  lesions,  ulcers,  cicatrices, 
cysts,  and  tumoi-s.  The  vagina  is  opened  along  the  anterior  surface;  its 
more  common  lesions  are  inflammations,  fistula?,  ulcers,  tumors,  and 
rarelv  cvsts. 

The  Uterus. — Before  opening  this  organ  its  size  and  shape  should  be 
determined.  The  adult  virgin  uterus  is  a  pear-shaped  body,  flattened 
antero-posteriorly;  the  upper  portion,  or  body,  is  directed  upward  and 
forward,  while  the  lower  portion,  the  cervix,  is  directed  downward  and 
backward.  It  is  covered  anteriorly  by  peritoneum  to  a  point  a  little 
below  the  level  of  the  os  internum;  posteriorly,  to  a  point  a  little  below 
the  level  of  its  junction  with  the  vagina.  The  peritoneal  investment 
separates  from  the  organ  at  the  sides  to  form  the  broad  ligaments.     The 
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Uterus  is  held  in  position  by  the  broad  and  round  ligaments  and  by  it« 
attachments  to  the  bladder  and  rectum  and  vagina.  The  upper  end, 
the  fundus,  does  not  extend  above  the  level  of  the  brim  of  the  pel- 
vis. Its  average  length  is  about  7.6  cm.;  its  breadth  about  5.1  cm.; 
its  thickness  about  2.5  cm.;  its  average  weight  is  about  31  to  46 
grams.  During  menstruation  the  uterus  is  slightly  enlarged,  the 
mucous  membrane  of  the  body  l^ecomes  thicker,  softer,  and  its  ves- 
sels are  engorged  with  blood;  while  its  inner  surface  is  more  or  less 
thickly  covered  with  blood  and  cell  detritus.  A  description  of  the  com- 
plicated changes  in  the  uterus  which  pregnancy  entails  may  l>e  found  in 
the  works  on  obstetrics.  After  pregnancy  the  uterus  does  not  return  to  its 
original  size,  but  remains  somewhat  larger;  the  os  is  wider  and  fre- 
quently fissured. 

We  not  infrequently  find  in  the  mucous  membrane  of  the  lower  part 
of  the  cervix  small,  transparent,  spheroidal  structures,  called  ovula 
Nabothi;  these  are  small  retention  cvsts  caused  bv  the  closure  of  the 
orifices  of  the  mucous  glands.  The  more  conmion  lesions  observed  in 
the  uterus  are  malpositions,  malformations,  lacerations,  ulcerations  of 
the  cervix,  acute  and  chronic  inflammation  of  the  mucous  membrane  or 
muscularis,  or  both,  thrombosis  and  inflammation  of  the  veins,  and 
tumors. 

In  the  infant  the  uterus  is  small,  the  body  flattened,  the  cervix  dis- 
proportionately large.  During  childhood  the  organ  increases  in  size, 
but  the  body  remains  small  in  proportion  to  the  cervix.  At  puberty,  the 
shape  changes,  and  the  body  becomes  larger. 

The  Ovaries  are  flattened,  ovoidal  bodies,  situated  one  on  each  side, 
and  lying  nearly  horizontally  at  the  back  of  the  broad  ligament  of  the 
uterus.  Their  size  is  variable,  and  they  are  usually  largest  in  the  virgin 
state.  They  measure  about  3.8  cm.  in  length,  1.9  cm.  in  breadth,  and 
nearly  1.3  cm.  in  thickness.  Their  average  weight  is  from  3.9  to  6.5 
grams.  The  sides  of  the  ovary  and  its  posterior  border  are  free;  it  is 
attached  along  the  anterior  border:  to  its  end  is  attached  the  ovarian 
ligament,  to  its  outer  extremity  one  of  the  fimbria*  of  the  Fallopian  tube. 
The  ovar>'  is  covered  on  its  free  surface  by  cylindrical  epithelium,  and 
its  surface  is  less  gli.stening  than  the  general  peritoneum.  The  surface 
of  the  ovary  is  smooth  in  the  young,  but  becomes  rougher  and  depressed 
in  spots  as  the  process  of  ovulation  goes  on.  In  adult  females  we 
usually  find  corpora  lutea  in  their  various  stages.  We  should  seek  for 
evidences  of  acute  and  chronic  inflammation,  for  tumors  and  cvsts. 

The  Fallopian  Tubes^  lying  in  the  upper  margin  of  the  broad  liga- 
ments, are  from  7.6  to  10  cm.  in  length.  The  length  often  differs  con- 
siderably on  the  two  sides.  They  commence  at  the  upper  angles  of  the 
uterus  as  small  perforated  cords,  which  become  larger  farther  outward, 
and  bend  backward  and  downward  toward  the  ovarv.  Thev  terminate 
in  an  expanded  fimbriated  extremitv  about  2.5  cm.  bevond  the  ovarv. 
They  are  covered  by  peritoneum,  and  the  mucous  membrane  lining 
them,  continuous  with  that  of  the  uterus,  is  thrown  into  longitudinal 
folds.      Malpositions   })y   adhesions,    closure,  inflammations,  and  cysts 
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are  the  more  common  lesions.     The  possibility  of  tubal  pregnancy  should 
be  borne  in  mind. 

Preservation. — All  of  these  organs  and  their  tumors  may  be  hardened  In  Orth's 
fluid  or  in  Flemming's  osmic-acid  mixture.  The  vagina  should  be  stretched  flat  on  cork, 
and  the  cavity  of  the  uterus  laid  wide  open.  Great  care  should  be  taken  not  to  touch 
either  the  internal  surface  of  the  uterus  or  the  external  surfaces  of  the  ovaries,  since 
in  both  the  epithelium  is  very  easily  rubbed  off". 

It  is  better,  after  opening  them  by  a  transverse  incision,  to  suspend  the  ovaries  by 
a  thread  in  a  jar  of  the  preservative  fluid  than  to  let  them  lie  on  the  bottom,  since  the 
epithelium  is  thus  less  likely  to  be  rubbed  off.  Larger  cysts  of  the  ovary  for  exhibition 
purposes  should  be  distended  with  preservative  fluid. 

The  Closure  of  the  Body  after  the  Post-Mortem  Examination. 

At  the  end  of  the  autopsy  the  body  should  be  restored  as  nearly  as 
possible  to  its  natural  external  appearance. 

Fluids  should  he  removed,  vacant  spaces  filled  with  absorbent  mate- 
rial, such  as  cotton,  jute,  or  sawdust,  and  the  incisions  closed  by  sutures. 

Bacterial  Examination  of  Post-Mortem  Specimens. 

It  is  often  important  to  make  a  thorough  post-mortem  examination 
by  cultures  as  well  as  morphologically  of  the  blood  and  of  all  the  vis- 
cera. This  is  important  not  only  in  those  cases  which  during  life  gave 
clinical  evidence  of  general  infection,  but  also  in  many  forms  of  disease 
whose  nature  is  still  wholly  obscure. 

In  the  interpretation  of  the  results  of  all  such  examinations,  however, 
it  should  be  borne  in  mind  that  after  death  a  new  distribution  of  germs 
may  occur,  and  that  from  the  gastro-intestinal  canal  and  from  other  sur- 
faces or  cavities  of  the  body  micro-organisms  may,  as  decomposition 
progresses,  penetrate  the  tissues  and  the  viscera. 

A  careful  consideration  of  the  general  conditions  under  which  the 
body  has  been  kept  and  its  state  of  decomposition  is  of  special  impor- 
tance in  the  interpretation  of  the  significance  of  the  Bacillus  coli  com- 
munis, which  is  always  present  in  such  enormous  numbers  in  the  intes- 
tinal canal,  and  which  is  not  only  apt  to  effect  wide  distribution  in  the 
body  after  death,  but  as  a  result  of  careless  manipulation  is  likely  to  be 
accidentally  brought  in  contact  with  other  viscera  after  the  opening  of 
the  gut.  The  preparation  of  cover-slips  for  staining  and  the  making  of 
cultures  is,  as  a  rule,  best  done  at  the  autopsy  table. 

It  is  well  as  each  organ  is  exposed — commencing  with  the  heart — to 
sear  the  surface  of  the  organ  to  be  examined  with  a  l)road-bladed  knife 
heated  over  a  flame,  and  then,  making  an  incision  through  the  seared 
surface  with  a  sterilized  scalpel,  to  press  a  sterilized  cotton  swab 
into  the  opening  and  absorb  the  juices  which  exude,  or  to  pick  out 
a  small  fragment  of  the  solid  tissue  from  the  depths  of  the  opening, 
or  to  secure  some  of  the  blood  or  fluid  on  a  sterilized  platinum  loop; 
and  then  with  the  material  thus  procured  make  the  required  cultures 
and  afterward  the  cover-slip  smears  for  staining. 


970  MAKING     POST-MORTEM     EXAMINATIONS 

If  it  be  necessary  to  transport  the  material  to  the  laboratory  before 
making  cultures,  it  is  well  to  reserve  the  unopened  organs,  or  large  por- 
tions of  these  in  the  case  of  the  solid  viscera,  and  to  wrap  each  separately 
in  a  cloth  saturated  with  sublimate  solution,  or  to  put  each  in  a  separate 
sterile  receptacle  for  transportation. 

It  is  well  to  remember  that  in  the  last  hours  of  life  the  safeguards 
of  the  body  against  the  entrance  and  growth  of  micro-organisms  may 
be  ineffective,  so  that  the  determination  of  the  significance  of  bacteria 
in  the  tissues  a  short  time  after  death  requires  care  and  experience.* 

Autopsies  in  Medico-legal  Cases. 

While  every  autopsy  should  be  made  as  carefully  and  completely 
as  circumstances  permit,  it  should  be  always  borne  in  mind  that  in 
examinations  which  may  have  medico-legal  bearings  it  is  of  the  highest 
importance  to  examine  thoroughly  both  macroscopically  and  microscop- 
ically every  part  of  the  body  from  which  light  may  be  derived  as  to  the 
cause  of  death,  for  in  medico-legal  cases  i^  is  not  infrequently  as  impor- 
tant to  be  able  by  a  complete  examination  to  declare  the  absence  of  le- 
sions which  could  cause  death,  as  to  determine  the  presence  of  those  upon 
which  the  opinion  as  to  the  actual  cause  of  death  in  a  particular  case 
rests.  Bearing  this  in  mind,  the  technique  of  autopsy-making  is  essen- 
tially the  same  whatever  the  ends  which  the  facts  elicited  may  be  des- 
tined to  serve. 

Autopsies  in  Cases  of  Suspected  Poisoning. 

In  cases  of  suspected  poisoning  which  may  possibly  have  a  medico- 
legal bearing,  the  examination  should  be  made  with  extreme  care  and 
thoroughness.  The  inspection  of  the  body  and  the  examination  of  all 
the  viscera  should  be  thorough  and  detailed.  Every  appearance  should 
be  noted  at  the  time,  and  nothing  left  to  the  memory.  It  is  well  to  have 
an  assistant  record  the  observations  as  they  are  made.  The  disposition 
of  the  parts  and  organs  in  jars  should  be  also  noted  at  the  same  time. 

It  is  important  to  remember  that  many  poisons  destroy  life  without 
producing  appreciable  lesions,  and  also  that  many  cases  of  sudden  death 
occur,  not  due  to  poisons,  and  without  any  discoverable  cause. 

In  bodies  which  are  exhumed  for  examination,  the  tissues  may  be  so 
changed  by  decomposition  that  it  is  impossible  to  say  whether  lesions 
have  or  have  not  existed.  In  such  cases  the  careful  and  separate  preser- 
vation of  the  vi.scera  and  other  parts  for  chemical  examination,  is  often 
all  that  can  be  done. 

It  is  always  best,  in  cases  of  suspected  poisoning,  to  preserve  for  the 
chemist  not  only  the  stomach  and  intestines,  but  the  entire  Hver  and 
brain;  or,  if  only  portions  of  these  can  be  saved,  these  portions  should 
be  carefully  weighed,  as  well  as  the  entire  organs,  and  the  relative 
amount  of  tissue  reserved  carefully  noted  at  the  time.     It  is  even  well, 

'  For  details  of  bacterial  flora  of  the  human  body  sec  references  pp.  148  and  302, 
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particularly  in  cases  in  which  the  administration  of  the  readily  diffusible 
poisons,  such  as  arsenic,  strychnia,  etc.,  is  suspected,  to  preserve  the 
whole  of  all  the  internal  organs,  together  with  a  large  piece  of  muscle 
and  bone;  since  with  large  quantities  of  tissue  the  results  of  the  chemi- 
cal analysis  depend  less  upon  calculations,  and  are  hence  more  compre- 
hensible to  the  average  jury.  In  all  such  cases  jars  should,  if  possible, 
be  procured  which  have  never  been  used  before,  and  these  should  be 
carefully  washed  and  rinsed  with  distilled  water.  They  should  have 
glass  stoppers  and  be  sealed  at  once  and  carefully  labelled  before  leaving 
the  hands  of  the  operator.  If  they  can  be  delivered  to  the  chemist  with- 
out much  delay,  no  preservative  fluid  should  be  added.  If  they  are  to 
be  kept  for  a  considerable  time,  pending  the  action  of  a  coroner's  jury 
or  for  some  other  reason,  a  small  quantity  of  pure  strong  alcohol  may 
be  poured  over  them.  In  this  case  the  operator  should  be  particular  to 
preserve  a  quantity,  at  least  half  a  pint,  of  the  specimen  of  alcohol  used, 
in  a  clean,  sealed,  and  labelled  bottle,  so  that  this  may  be  tested  by  the 
chemist  and  be  proven  to  be  free  from  the  poison.  It  is  better  in  all 
cases,  however,  to  avoid,  if  possible,  the  use  of  alcohol.  In  all  autop- 
sies which  may  have  medico-legal  importance  full  notes  should  be  taken 
by  an  assistant  as  the  operation  proceeds,  carefully  read  over  immediately 
afterward  and  dated,  and  kept  by  the  operator  for  future  reference. 
The  labelling  and  disposition  of  the  jars  should  be  recorded  in  the  notes. 
The  specimens  should  not  for  a  moment  be  out  of  the  sight  of  the  oper- 
ator until  they  are  placed  under  lock  and  key  and  seal,  or  are  delivered 
to  some  authorized  person,  so  that  there  may  be  no  question  of  their 
identity  should  the  case  come  into  court. 

Examination  of  the  Bodies  of  New-bom  Children.^ 

In  examining  the  bodies  of  new-bom  children,  we  may  have  to  determine,  besides 
the  ordinary  lesions  of  disease,  the  age  of  the  child,  whetlier  it  was  bom  alive,  how  long 
It  has  been  dead,  what  was  the  cause  of  death. 

Size,  Age,  and  Characters  of  the  New-born  Child. — The  fresh  corpse  of  a  new- 
bom  child  at  term  no  longer  resembles  that  of  the  immature  foetus.  The  skin  is  firm 
and  pale,  like  that  of  an  adult.  The  lanugo  has  disappeared  except  on  the  shoulders. 
In  the  majority  of  cases  the  hair  on  the  head  is  1.5  to  2  cm.  long.  The  great 
fontanelle  is,  In  the  average,  2  to  3  cm.  long.  As  determined  by  an  analysis 
of  661  cases,  the  average  length  is  50  cm.,  the  weight  3,256  grams.  The  nails  are 
hard  and  reach  to  the  tips  of  the  fingers,  but  not  to  those  of  the  toes.  The  cartilages 
of  the  ears  and  nose  are  hard.  The  labia  are  more  nearly  closed.  An  ossification 
centre  In  the  lower  epiphysis  of  the  femur  should  be  sought  for,  as  its  presence  is  one 
of  the  most  reliable  signs  of  the  maturity  of  the  fcetu^i.  If  it  Is  absent,  the  foetus  is,  as 
a  rule,  not  more  than  thirty-seven  weeks  old;  but  in  rare  cases  it  may  be  absent  at 
term.  A  centre  of  ossification  1  mm.  in  diameter  indicates  an  age  of  37  to  38 
weeks,  if  the  child  was  born  dead  or  died  soon  after  birth.  Rarely  it  is  no  larger  than 
this  at  term.  A  diameter,  at  birth,  of  1.5  to  9  mm.  indicates  an  age  of  40  weeks. 
A  diameter  of  more  than  9  mm.  indicates,  as  a  rule,  that  the  child  has  lived  some 

*  The  human  embryo,  according  to  the  estimate  of  His,  measures  in  length  approxi- 
mately at  4  weeks  from  7-8  mm. ;  at  5  weeks  13  mm. ;  at  tiie  end  of  the  second  month  25-28 
mm.  Schroder  estimates  the  approximate  length  of  the  fcptus  at  later  lunar  months  a«  follows: 
3d,  70-90  mm.;  4th,  100-170  mm.;  5th,  180-270  nun. ;  6  th,  280-340  mm. ;  7  th,  350-380  mm. ; 
8th,  425  mm.;  9th,  467  nmi.;  10th,  490-500  mm.  Consult  for  further  data  McMurrich, 
••  The  Development  of  the  Human  Body,"  1903,  p.  108,  bibl. 
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time  after  Its  birth;  a   less    diameter   than  7    mm.,  however,  does  not  prove  the 
contrary. 

Txoenty-four  hours  after  the  birth  of  the  child  the  skin  Is  firmer  and  paler.  The  um- 
bilical cord  Is  somewhat  shrivelled,  although  still  soft  and  bluish  In  color.  From  the 
second  to  the  third  day  the  skin  has  a  yellowish  tinge  and  the  cuticle  sometimes  appears 
cracked.  The  umbilical  cord  Ls  brown  and  dry.  Fnim  the  third  to  the  fourth  day  the 
skin  is  yellower,  and  the  cuticle  \s  apt  to  separate  from  the  skin.  The  umbilical  <»rd 
Is  of  a  brownlsh-roil  color,  flattened,  semi-transparent,  and  twlsteti.  The  skin  around 
Its  insertion  Ls  red  and  congested. 

General  Inspection. — The  head  should  be  examined  for  the  marks  of  Injuries. 
Very  conmionly  some  portion  of  the  scalp  will  be  found  swollen  and  Infiltrated  with 
blood  and  senmi.  This  may  be  the  caput  succedaneum  formed  during  delivery.  The 
mouth  and  nose  should  be  examlneii  for  the  presence  of  foreign  bodies  which  might 
have  caused  suffocation. 

The  neck  should  be  examined  for  marks  of  strangulation.  The  umbilical  con!  may 
be  twist  oil  an>und  the  child's  neck  and  strangle  it.  The  mark  left  by  the  cord  is  usu- 
ally continuous,  broad,  not  excoriated,  sometimes  accompanied  by  ecchymoses  in  the 
skin. 

The  surface  of  the  lx)dy  should  be  examined  for  the  presence  of  vemlx  caseosa, 
blood,  marks  of  injury,  and  the  existence  of  putrefaction.  It  should  be  remembered 
that  putrefaction  Is  apt  to  commence  earlier  in  the  lx>dles  of  young  children  than  in 
those  of  adults. 

The  umbilical  cord  may  he  cut  or  torn.  It  usually  separates  by  the  fifth  day,  some- 
times not  until  the  tenth.  If  the  umbilicus  Is  cicatrized  and  healed,  the  child  has  prob- 
ably lived  for  three  weeks.  A  zone  of  redness  around  the  insertion  of  the  cord  may  ex- 
ist previous  to  birth.  Hedness  and  swelling  (which  may  disappear  after  death)  with 
suppuration  can  be  found  only  in  a  child  which  has  llve<l  for  several  days.  The  drying 
and  mummification  of  the  cord  may  take  place  as  well  in  dead  as  in  living  children. 
It  Is  possible  for  a  child  to  die  by  haemorrhage  from  a  cut  or  torn  cord,  either  before  or 
after  it  has  br(^athe<^.  The  umbilical  vessels  should  be  examinetl,  as  they  may  be  the 
seat  of  umbilical  Infection. 

The  extremitu's  may  exhibit  fracture  of  the  bon&s.  These  may  occur  during  intra- 
uterine life,  from  Injuries  to  the  woman  or  from  unknown  caiLs(»s;  or  may  be  produced 
by  violence  in  delivery,  or  by  Injuries  after  birth. 

Internal  P^xamination. — The  Head. — The  fontanelles  and  sutures  should  first  be 
examined  as  to  their  size  and  for  penetrating  wounds.  An  Incision  should  then  be  made 
through  the  scalp  across  the  vertex,  and  the  flaps  turned  backward  and  forward  as  in 
the  adult.  With  a  small  knife  the  edges  of  the  bones  should  be  separated  from  the 
membranous  sutures  and  the  dura  mater,  beginning  low  down  in  the  frontal  and  going 
back  into  the  lamlxioidal  suture  on  either  side.  The  lx)nes  arc  then  drawn  outward  and 
cut  through  around  the  skull  with  strong  scissors.  The  brain  is  removed  and  examined 
as  in  the  adult.' 

Effusions  of  bl(X)d — cephalha>matoma — may  be  formed,  soon  after  birth,  between 
the  pericranium  and  bone,  or,  more  rarely,  between  the  dura  and  bone.  Clots  are 
also  found  between  the  dura  mater  and  skull;  between  the  dura  and  pla  mater; 
more  rarely  in  the  substance  of  the  brain,  as  the  result  of  protracted  or  Instrumental 
deliveries,  oi  of  injuries  after  birth. 

The  cranial  lx)nes  may  be  malforme<l,  or  exhibit  the  lesions  of  rickets  or  carltes,  or 
be  indented,  fissure<l,  or  fractured.  These  latter  lesions  may  be  produced  during  intra- 
uterine life  by  injuries  to  the  mother,  by  imknown  agencies,  by  difficult  deliveries,  or 
by  direct  violence  after  birth. 

In  cases  of  <ixronic  internal  hydrocephalus  in  young  children,  in  which  the  ventri- 
cles are  much  <lilated  and  the  brain  substance  is  thinned  over  the  vertex,  the  brain  Is  very 
apt  to  l)e  torn  in  removal,  and  the  amount  of  dilatation  thus  l)ecomes  difficult  of  deter- 
mination. It  is,  therefore,  better  in  such  cases  to  place  a  pail  of  water  beneath  the  head, 
or  even  immerse  the  latter  in  it,  and  remove  the  brain  in  the  water.  In  this  way  it 
floats  after  removal,  supported  on  all  sides,     it  may  now  be  opene<i  in  the  water 

'  ^)r  an  incision  through  the  bones  witli  a  fine  saw  may  be  niade  as  in  the  adult. 
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and  the  extent  of  the  lesion  detemiineii  at  once,  and  parts  saveii  for  microscopical 
examination. 

If  it  be  desired  to  preserve  the  brain  for  demonstration  of  the  lesion  or  for  a  museum 
specimen,  it  sliould  be  transferred  unopened  to  a  large  jar  containing  five-per-cent  forma- 
lin. A  portion  of  the  ventricular  fluid  should  now  be  removed  with  a  syringe  providetl 
with  a  small  cannula,  and  replaced  by  formalin.  This  may  be  done  by  puncturing  the 
ventricles  from  below.  The  fluid  in  the  jar,  as  well  as  in  the  ventricles,  should  be 
changed  in  forty-eight  hours.  The  brain  may  then  be  cut  transversely  across,  when 
the  degree  of  dilatation  of  the  ventricles,  etc.,  will  be  revealed.  The  weight  of  the 
brain,  according  to  BischofT,  is  380  grams. 

It  is  normally  much  softer  and  pinker  than  in  the  adult,  the  pia  more  delicate;  both 
may  be  much  congested  or  anaemic  without  known  cause.  The  ventricles  contain  very 
little  serum.  Malformations,  apoplexies,  hydrocephalus,  simple  and  tuberculous  inflam- 
matory lesions,  are  to  be  looked  for. 

The  Spinal  Cord. — Extravasations  of  blood  between  the  membranes  of  the  cord 
may  occur  from  the  same  causes  as  those  in  the  brain.  Spina  bifida  Is  the  most  fre- 
quent malformation. 

The  Thorax  and  Abdomen. — These  are  openeil  as  in  the  adult.  The  peritoneal 
cavity  contains  a  very  little  clear  serum.  A  red  fluid  may  be  produced  by  decomposition. 
The  peritoneum  Is  often  the  seat  of  Jntra-uterlne  Inflammation. 

The  Diaphragm. — In  still-born  infants  its  convexity  reaches  to  the  fourth  or  fifth  rib. 
After  respiration  it  reaches  a  point  between  the  fourth  and  seventh  ribs.  Its  position 
Is,  however,  so  variable  that  It  is  of  little  diagnostic  importance. 

The  Thorax. — The  thymus  gland,  at  this  period  very  large,  occupies  the  upper  por- 
tion of  the  anterior  mediastinum,  covering  the  trachea  and  larpre  vessels.  Its  average 
weight  Is  about  15.5  grams.  It  Is  usually  about  5  cm.  long,  3.8  cm.  wide  at  Its  lower 
part,  and  about  .63  to  .85  cm.  In  thickness.  It  may  be  hypertrophled  and  compress 
the  large  vessels,  or  be  inflamed  and  suppurating. 

The  heart  lies  more  nearly  In  the  median  line  than  In  the  adult.  It  weighs  from 
20  to  24  grams.  The  ventricular  walls  are  of  nearly  equal  thickness.  The  pericardium 
contains  very  little  serum.  A  considerable  quantity  of  red  fluid  may  accumulate  here 
as  a  result  of  decomposition.  There  may  be  small  extravasations  of  blood  beneath  the 
pericardium  in  still-bom  children  and  In  those  born  alive.  Pericarditis  with  effusion  of 
serum  and  fibrin,  and  endocarditis  with  consequent  changes  In  the  valves,  may  exist 
before  birth.  Malformations  and  malpositions  of  the  heart  and  large  vessels  are  not 
Infrequent.  Small  soft  reddish  nodules  may  be  present  on  the  edges  of  the  valves  which 
are  remnants  of  the  fcetal  mucous  tissue,  but  may  be  mistaken  for  the  marks  of  endo- 
carditis. The  time  of  closure  of  the  foramen  ovale  and  the  ductus  arteriosus  varies 
very  widely  In  different  casas. 

The  pleural  ratnties  contain  very  little  serimi,  but  decomposition  may  lead  to  the 
accumulation  of  a  considerable  quantity  of  red  fluid.  Small  extravasations  of  blood 
In  the  subpleural  tissue  may  be  found  in  children  who  have  died  before  birth  and  after 
protracted  labors.  Inflammation,  with  exudation  of  senmi,  fibrin,  and  pus,  may  exist 
before  birth. 

The  lungs  In  a  stfll-born  child  are  small,  do  not  cover  the  heart,  are  situated  In  the 
upper  and  posterior  portion  of  the  thorax,  are  of  a  dark-re.l  color  and  of  firm,  llver-llke 
consistence,  and  do  not  crepitate.  In  a  child  bom  alive,  and  which  has  respired  freely, 
the  lungs  fill  the  thoracic  cavity,  but  do  not  cover  the  heart  as  much  as  in  the  adult; 
they  are  of  a  light-red  or  pink  color,  and  crepitate  on  pressure.  If  respiration  has  been 
Incompletely  performed,  we  find  varloiLs  intermediate  condltioiLs  Iwtween  the  fcetal  and 
Inflated  states. 

If  any  doubt  exists  as  to  rasplratlon  having  taken  place,  It  Is  customary  to  employ 
the  hydrostatic  test.  This  Is  done  by  placing  the  lungs,  first  together,  then  separately, 
and  afterward  cut  Into  small  pieces,  In  water.  It  ls  commonly  said  that  If  they  sink 
the  child  ha^  not  breathe! ;  If  they  float  It  has.     ThLs  test  is  not,  however,  a  certain  one.' 

The  lesioas  of  Inflanunatlon.  and  vesicular  and  subpleural  emphysema,  may  be 
found  In  the  luncjs  of  new-born  children. 

'  See  works  on  me<iical  jurisprudence. 
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The  pharynx  should  be  opened  and  examined  for  foreign  bodies. 

The  larynx  and  trachea  should  be  examined  for  the  lesions  of  inflammation  and  for 
injuries  to  the  cartilages. 

The  thyroid  gland  weighs  about  12  grams.  It  may  be  so  enlarged  as  to  int4»rfere 
^ith  respiration. 

The  Abdomen. — Tlie  kidneys  are  lobulated  and  proportionately  larger  than  in  the 
adult.  Thoma  estimates  the  average  weight  of  both  organs  together  as  23.6  grams. 
There  may  l)c  ecchymoses  on  their  surface;  inflammation;  deposits  of  uric  acid  and 
urates  in  the  tubides  of  the  pyramids;  cystic  dilatation  of  the  tubules,  sometimes  reach- 
ing an  enormous  size.  There  may  be  absence  or  retarded  development  of  one  kid- 
ney.    Malformations  and  malpositions  of  the  kidneys  are  of  frequent  occurrence. 

The  adrenals  are  large.     They  may  be  dilated  into  large  cyst«  filled  with  blood. 

The  spleen  is  large  and  firm.  Its  aN'erage  weight  is  about  11  grams.  It  may  be 
abnormally  enlarged,  and  its  surface  is  sometimes  covered  viiXh  fresh  inflammatory 
exudations. 

The  Intestines. — In  the  small  intestines,  inflammation  and  swelling  and  pigmenta- 
tion of  the  soHtary  and  agminated  follicles  (lymph-nodules)  are  sometimes  found.  The 
large  intestine  usually  contains  meconium,  but  this  may  be  evacuated  before  or  during 
birth.     The  sigmoid  flexure  is  not  as  marked  as  in  the  adult. 

The  formation  of  gas  in  the  stomach  and  intestines  does  not  usually  take  place  until 
respiration  is  established.  If  decomposition  has  commenced,  however,  gas  may  be 
formed  as  a  part  of  the  process. 

The  lii'rr  is  of  a  dark-red  color,  is  large,  and  contains  much  blood.  Its  size  dimin- 
ishes after  respiration  is  established.  Its  average  weight  is  1 18  grams.  The  size  is  so 
variable,  before  and  after  respiration,  that  it  gives  little  information  as  to  the  age  of  the 
child.  Large  extravasations  of  blood  are  sometimes  found  beneath  the  capsule  of  the 
liver  without  known  cause.  A  variety  of  pathological  conditions,  fatty  and  waxy  de- 
generation, gummy  tumors,  etc.,  may  be  found. 

The  bladder  may  be  full  or  empty,  both  in  still-bom  children  and  in  those  which 
have  breathed.     Dilatation  and  hypertrophy  may  exist  during  intra-uterine  life. 

Generative  Organs. — The  external  generative  organs  in  both  males  and  females  are 
more  prominent  than  in  adults.  The  ovaries  are  high  up  in  the  pelvis  and  large;  the 
cervix  uteri  is  long;  the  Ixxiy  small  and  lax,  resting  forward  against  the  bladder. 
Phimosis  in  the  males  is  the  normal  condition.  Malpositions  and  retarded  development 
of  the  testicles  should  be  noticetl.     It  should  be  observed  whether  the  anus  is  perforate. 

The  Bones,  in  suspected  cases,  should  be  examined  for  the  lesions  of  inflammation, 
rickets,  and  syphilis. 

Preservation. — The  various  fcetal  tissues  may  be  preserved  by  the  same  methods 
as  are  employed  for  those  of  the  adult;  but  as  they  are  very  delicate  they  should  be 
handled  with  great  care  and  the  preservative  fluids  changed  \%'ith  sufficient  frequency. 


CHAPTER  II. 

GENERAL    METHODS    OF    PRESERVINa    PATHOLOG- 
ICAL SPECIMENS  AND  PREPARING  THEM 

FOR  STUDY. 

It  is  not  our  purpose  in  this  section  to  give  a  complete  account  of 
the  technical  procedures  required  in  the  study  of  pathological  specimens, 
since  the  methods  are  for  the  most  part  identical  with  those  employed  in 
the  study  of  normal  tissues,  with  which  the  student  or  practitioner  is 
presumably  already  familiar.  We  wish  simply  to  give  a  few  brief  hints 
as  to  the  most  useful  methods  for  the  ordinary  purposes.  Additional  sug- 
gestions will  be  found  in  parts  of  the  book  dealing  with  special  tissues 
and  organs  ;  but  for  the  technical  details  of  many  methods  which  are  in- 
valuable for  special  purposes,  one  may  consult  the  *' Pathological  Tech- 
nique" of  Mallory  and  Wright,  Trood's ''Chemical  and  Microscopical 
Diagnosis,"  or  other  works  on  clinical  pathology. 

The  Study  of  Fresh  Tissues. 

Although  for  the  most  part  the  conditions  for  the  minute  study  of 
tissues  are  more  favorable  after  these  have  been  fixed  and  hardened  by 
a  suitable  chemical  agent,  it  is  yet  in  many  cases  very  important  to  ex- 
amine them  in  the  fresh  state. 

In  this  condition  many  of  the  degenerative  changes  in  cells  are  more 
clearly  seen  than  after  fixation,  while  the  study  of  living  cells  in  in- 
different fluids  with  various  stains  may  throw  much  light  upon  vital 
phenomena  and  the  changes  which  supervene  when  life  ceases  and  the 
cell  falls  under  the  sway  of  the  simple  physical  and  chemical  forces. 

Fresh  tissues  may  be  teased  apart,  mounted  and  studied  in  physio- 
logical salt  solution  (sodium-chlorid  solution  0.85  per  cent),  which  may 
also  be  used  to  separate  by  dilution  the  structural  elements  of  exudates, 
pus,  etc.  For  the  more  delicate  studies,  blood  serum,  or  ascitic  or  hy- 
drocele fluids,  maintained  in  a  sterile  condition,  may  be  used. 

The  study  of  living  cells  is  often  greatly  facilitated  by  the  addition  to 
the  physiological  salt  solution  of  a  small  proportion  of  some  stain — from 
0.01  to  0.1  of  neutral  red  to  100  of  the  salt  solution,  or  methylene  blue 
1  to  20,000  of  the  salt  solution.* 

In  the  method  of  Arnold'  the  cells  are  protected  from  pressure  of  the 
cover-glass  and  the  study  facilitated  by  the  use  of  thin  sections  of  dried 

*  Consult  for  thoo:-;,'  of  vital  staining  Rtiiida,  Zcits.  f.  wias.  Mik.,  Bd.  xxii.,  p.  91,  1905. 
For  colorability  of  living  cells  see  Coco,  CbL  f.  allg.  Path.,  Bd.  xiii.,  p.  604,  1902. 
'  Arnold,  M  inch.  med.  Wochenschr.,  p.  585.  1906. 
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elder  pith  dipped  in  the  fluid  containing  the  living  cells  and  tinged  with 
the  coloring  agent. 

For  the  methods  of  studying  the  circulation  on  the  curarized  frog 
see  p.  110. 

Rapid  Fixation  and  Frozen  Sections. 

A  rapid  fixation  and  development  of  detail  in  structural  elements  in 
fluids  may  be  secured  by  allowing  a  drop  of  formalin  to  run  under  the 
cover-glass  and  mingle  with  the  salt  solution,  the  flow  being  directed  by 
a  bit  of  filter  paper  put  close  to  the  edge  of  the  cover-glass  on  the  side 
opposite  to  that  on  which  the  fixative  is  added.  The  formalin  may  be 
washed  out  by  water  and  the  latter  replaced  by  dilute  methylene  blue 
for  staining. 

When  an  immediate  diagnosis  of  a  solid  tissue  is  required,  useful 
results  may  sometimes  be  obtained  by  a  combination  of  the  freezing 
method  with  the  use  of  formalin  as  a  fixative  as  suggested  by  Cullen.* 
Any  form  of  freezing  microtome  and  either  ether  or  liquid  carbonic  acid 
mav  l)e  used. 

Cullen's  procedure  is  as  follows:  The  frozen  sections  are  put  in  a  five- 
per-cent  watery  solution  of  formalin  for  from  three  to  five  minutes; 
in  fifty-per-cent  alcohol  for  three  minutes:  in  absolute  alcohol  for 
one  minute.  They  are  now  washed  in  water,  stained  with  ha»matoxylin, 
decolorized  in  acid  alcohol  (one-per-cent  hydrochloric  acid),  rinsed  in 
water,  contrast -stained  and  dehydrated  with  eosin  alcohol,  cleared  with 
creosote  or  oil  of  cloves,  and  mounted  in  balsam.  The  tissues  shrivel 
considerably  by  this  method.  The  disintegration  of  the  sections  and 
especially  the  considerable  shrinkage  which  they  undergo  on  treatment 
with  alcohol,  may  be  largely  obviated  by  spreading  the  sections,  as  they 
thaw,  on  an  albumin  fixative  film  upon  a  cover-glass  or  slide — see  below 
— and  conducting  the  hardening  and  staining  manipulations  with  the 
specimen  in  position  upon  the  glass. 

Hodenpyl '  has  found  that,  when  time  permits,  satisfactory  results 
are  secured  by  placing  ver>'  small  pieces  of  the  fresh  tissue  for  an  hour 
in  five-per-cent  solution  of  formalin;  then,  after  washing  out  the  forma- 
lin, making  frozen  sections  in  the  usual  way.  The  sections  are  now 
dropped  for  a  moment  into  a  solution  of  egg  albumen  of  the  following 
composition: 

F^K  Albumen 10 

Sodium  ('arlx>nate 1 

Water 30 

Add  a  lump  of  camphor  to  prevent  decomposition. 

The  sections  are  now  spread  on  the  slide,  the  excess  of  fluid  being 
drained  ofT,  and  are  pressed  against  the  glass  with  a  bit  of  fine  cheese 
cloth.     They  are  finally  fixed  in  place  by  a  short  immersion  in  strong 

*  CuUen,  JohiiH  HopkiriH  Mospital  Bulletin,  vol.  vi.,  p.  07,  1895. 

'  Httdcnptfl,  "A  McMlification  of  Cullen's  Mcthml  of  Prei>aring  Fresh  Sections  for  Micro- 
wopic  Work."    Medical  Record,  vol.  liii.,  p.  351,  1898. 
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alcohol.  The  section,  now  fast  on  the  glass,  is  stained  and  mounted,  in 
situ.  This  procedure,  which  can  be  carried  out  in  a  little  more  than  an 
hour,  gives  a  fair  chance  for  an  early  morphological  diagnosis  in  solid 
tissues,  though  the  minute  structural  details  are  often  much  altered. 

Fixation.    Hardeninfi:  and  Preservation. 


Alcohol  is  the  most  commonly  employed  fixative  and  hardening 
agent  for  routine  purposes.  It  is  used  in  the  strength  of  from  eighty  to 
ninety-five  per  cent  at  first,  the  pieces  of  tissue  to  be  hardened  not  being 
larger  than  1  or  2  cubic  centimetres.  There  should  be  in  bulk  many  times 
as  much  alcohol  as  tissue  to  be  hardened.  A  little  absorl)ent  cotton 
may  be  placed  in  the  bottle  to  keep  the  blocks  of  tissue  from  sticking  to 
the  bottom.  After  twentv-four  hours  the  alcohol  should  \ye  renewed. 
On  the  third  day  the  tissue  is  transferred  to  ninety-seven-per-cent  or  to 
absolute  alcohol  for  completion  of  the  hardening,  which  will  usually  be 
within  hxQ  or  .six  days. 

While  for  many  purposes  other  and  more  delicate  methods  of  harden- 
ing tissues  are  to  ])e  recommended,  alcohol  is  most  useful  for  solid 
tissues  in  which  ])acteria  are  to  be  sought,  for  such  specimens  as  are  not 
quite  fresh  and  in  which  the  process  of  decay  is  to  be  immediately 
checked,  and  in  general  for  tissues  in  which  the  determination  of  topo- 
graphical features  for  diagnostic  or  other  purposes  is  the  chief  end  in 
view. 

Formalin,  or  formol,  is  the  trade  name  for  a  forty-per-cent  aqueous 
solution  of  formaldehyde.  In  diluted  solutions  it  is  a  valuable  fixative 
for  delicate  tissues.  It  is  most  commonly  used  in  a  solution  of  10  parts 
(of  the  commercial  formalin)  to  100  of  water.  The  fresh  tissues,  in 
small  pieces,  are  put  in  this  solution  for  forty-eight  hours,  the  fluid 
being  renewed  at  the  end  of  twenty-four  hours.  They  are  tjien  trans- 
ferred to  sixty-per-cent  alcohol  for  twenty-four  hours,  and  the  harden- 
ing is  completed  with  strong  alcohol. 

Mullkr's  Fluid,  which  has  been  much  used  as  a  hardening  agent, 
has  the  following  composition: 

Potassium  Bicliromate 2  parts 

Sulphate 1  part 

Water 100  parts 

Miiller's  fluid  is  now  most  often  used  in  coni])ination  with  other 
fixatives. 

Thus  Orth'}<  Fluid,  which  is  Miiller's  fluid  to  1(K)  parts  of  which  10 
parts  of  commercial  formalin  are  added,  is  a  most  valuable  agent  for 
fixing  and  hardening  delicate  cells.  The  mixture  should  be  made  at  the 
time  of  using  because  it  soon  changes.  The  pieces  of  tissue  should  be 
small,  the  fluid  largely  exceeding  the  tissue  in  bulk.  The  hardening  is 
completed  in  three  or  four  days,  when  the  specimens  should  be  thor- 
oughly washed  and  preserved  in  eight y-per-cent  alcohol. 

OsMic  Acid  is  of  great  value,  especially  in  combination,  for  the 
62 
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hardening  of  small  portions  of  delicate  tissues,  since  it  serves  to  fix  the 
elements  in  a  nearly  normal  condition  and  stains  them  brown  or  black. 
Osmic  acid  stains  most  forms  of  fat  black  and  on  this  account  is  a  valuable 
agent  for  the  detection  of  this  substance  in  the  tissues.  It  is  generally 
used  in  one-per-cent  aqueous  solution,  the  tissues,  in  very  small  pieces  and 
when  quite  fresh.  ])eing  placed  in  it  and  allowed  to  remain  for  twenty- 
four  hours.  They  are  now  washed  thoroughly  in  water  and  may  be 
preserved  in  eighty-per-cent  alcohol. 

Flemmings  Osmic  Acid  Mixture. — For  the  purpose  of  fixing  delicate 
tissue  elements  to  show  minute  structural  detail,  such  as  mitotic  figures, 
this  mixture  is  of  great  value.     It  is  made  of 

< )ne-f)or-cent  solution  of  Chromic  Acid 15  part.s 

Two-per-<*ent  Hohition  of  Osmic  Acid 4      ** 

Cflucial  .\cetlc  Aci<i 1  part 

This  mixture  does  not  keep  well,  and  hence  should  be  made  up  in  small 
quantities.  Small  portions  of  tissue  should  soak  in  the  mixture  for 
twenty-four  hours,  then,  after  thorough  washing  in  water,  they  are  put 
for  twenty-four  hours  in  seventy-per-cent  alcohol,  and  then  in  strong 
alcohol,  in  which  they  are  kept. 

Corrosive  Sublimate. — This  is  a  most  excellent  fixative  for  deli- 
cate structures.     A  convenient  form  is  Larnfs  Solution.     Its  formula  is: 

Mercuric  Clilorld 5  gm.s. 

Sodium  "  6    ** 

Hydric  Acetate,  (llacial 5  c.c. 

Water 100  " 

The  tissues  should  remain  in  sublimate  solution,  as  a  rule,  not  longer 
than  from  one  to  three  hours. 

Specimens  fixed  in  sublimate  develop  a  mercurial  precipitate,  do  not 
stain  well,  and  become  brittle  unless  the  excess  of  sublimate  is  removed. 
This  can  be  largely  done  by  prolonged  washing  in  running  water.  But 
it  is  much  more  easily  and  certainly  accomplished  by  the  chemical  action 
of  dilute  iodin  solution.  The  specimen  is  removed  from  the  sublimate 
mixture  and  put  at  once  into  seventy-per-cent  alcohol.  To  this  is  added 
from  time  to  time  a  sufficient  quantity  of  saturated  alcoholic  solution  of 
iodin  (or  tincture  of  iodin)  to  give  the  alcohol  a  moderately  deep  iodin 
color.  At  first  this  color  gradually  disappears,  and  the  iodin  solution 
should  be  repeatedly  added  until  the  color  persists.  The  specimens 
are  now  transferred  to  seventy-per-cent  alcohol,  and,  after  twenty-four 
hours,  to  strong  alcohol. 

ZonkurK  Fluid  is  a  good  fixative  and  acts  rapidly.  It  is  a  combina- 
tion of  Midler's  fluid  and  corrosive  sublimate  with  acetic  acid.  Its 
formula  is: 

Pota.s.sium  Bichrf>matc 2  parts 

hjodlum  Sulphate I  i>art 

Mercuric  Chloride 5  parts 

Hydric  -\cetate.  Ctlacia! 5     " 

^^'ater 9()     " 
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The  acetic*  acid  should  be  added  at  the  time  of  using,  since  the  com- 
plete mixture  readily  decomposes.  Small  pieces  of  tissue  may  be  hard- 
ened in  this  solution  in  from  twenty-four  to  forty-eight  hours.  They 
should  then  be  carefully  washed  and  preserved  in  eighty-per-cent  alcohol. 
The  use  of  iodin  to  remove  the  excess  of  sublimate,  as  described  under 
Lang's  solution  above,  is  desirable  here  also. 

Pathological  specimens  which  occur,  or  are  isolated,  in  the  form  of 
membranes,  should  be  stretched  with  pins  on  a  piece  of  wood  or  flat 
cork  before  being  immersed  in  the  preservative  fluids.  Minute  struct- 
ures, such  as  occur  in  exudates  from  the  mucous  meml)ranes  and  in 
cyst  fluids,  renal  casts,  etc.,  may  be  hardened  in  Flemming's  osmic-acid 
mixture  or  in  formalin  followed  by  alcohol.  Under  these  conditions  re- 
newals or  changes  of  the  fluids  may  be  effected  in  tubes  by  the  use  of  the 
centrifugal  machine.  The  specimens  may  finally  be  preserved  in  eighty- 
per-cent  alcohol. 

Decalcifying. 

Bones  which  are  the  seat  of  lesions,  and  calcified  tissues,  must  be 
freed  from  lime  salts  beiore  thin  sections  can  be  made. 

Tissues  which  are  to  be  decalcified  should  be  in  small  pieces  and  first 
well  hardened  in  alcohol  or  in  Orth's  fluid. 

Rapid  decalcification  may  be  secured  by  the  combination  with  nitric 
acid  of  phloroglucin,  the  latter  agent  preventing  the  swelling  of  the  tissue 
elements.  One  gram  of  phloroglucin  is  dissolved  with  gentle  heat  in  5 
cubic  centimetres  of  nitric  acid.  This  solution,  when  effervescence  has 
ceased,  is  of  a  rubv-red  color.  To  this  are  added  70  cubic  centimetres 
of  strong  alcohol  and  30  cubic  centimetres  of  water.  This  solution 
deteriorates  with  age.  Small  pieces  of  bone  or  other  tissue  are  suspended 
by  thread  in  relatively  large  quantities — at  least  twenty  times  the  bulk 
of  the  specimens — of  this  fluid.  In  from  one  to  twenty-four  hours,  de- 
pending upon  the  size  of  the  piece  of  bone,  the  decalcification  is  usually 
complete.  The  specimen  is  now  washed  thoroughly  in  running  water; 
put  for  twenty-four  hours  in  eighty-per-cent  alcohol  and  then  in  strong 
alcohol.  Rone  decalcified  in  this  wav  mav  be  stained  with  hiematoxylin 
and  eosin. 

Embedding  and  Section  Cutting. 

EMBEDDING. 

Some  dense  tissues,  after  being  well  hardened,  are  sufficiently  solid  to 
permit  of  thin  sections  being  made  from  them  without  further  prepara- 
tion, but  in  most  ca.»<es  very  thin  sections  cannot  be  prepared  without  fill- 
ing the  interstices  ^of  the  tissue  with  some  embedding  material,  which 
gives  it  greater  consistence  and  holds  the  tissue  elements  firmly  in  their 
natural  relations  to  one  another,  while  the  section  is  being  made.  Cel- 
loidin  and  paraffin  are  the  most  generally  useful  materials  for  this  pur- 
pose. 
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Celloidin,  a  non-«xplosive,  purified  form  of  gun-cotton,  is  best  ob- 
tained in  the  form  of  thin  shavings,  since  in  this  form  it  is  most  easily 
dissolved.  A  six-pcr-cont  sohition  is  made  in  equal  parts  of  sulphuric 
ether  and  strong  alcohol.  The  specimen  in  small  pieces  is  soaked  for 
twelve  hours  in  this  celloidin  solution  diluted  with  an  equal  amount  of 
the  mixture  of  alcohol  and  ether,  then  for  twelve  hours  in  the  six-p>er- 
cent  celloidin  solution.  If  the  specimen  he  small  and  require  but  little 
support,  it  may  now  be  laid  directly  on  the  end  of  a  small  block  of  wood 
or  cube  of  glass  or  vulcanite,  and  a  few  drops  of  celloidin  poured  around 
it.  In  most  cases,  however,  it  is  better  to  make  a  small  paper  box,  in 
which  the  specimen  is  placed  in  a  proper  position,  and  the  celloidin 
poured  in  around  it  so  as  completely  to  enclose  it.  In  either  case  a  con- 
siderable quantity  of  celloidin  should  be  poured  around  the  specimen, 
since  the  celloidin  shrinks  considerably  in  hardening.  The  paper  box 
may  be  made  by  winding  a  strip  of  thin  paper  around  the  end  of  the 
supj)ortmg  block,  allowing  it  to  project  for  a  sufficient  distance  beyond 
the  end.  The  paper  is  held  in  place  by  a  rubber  band.  We  have  thus 
a  cylindrical  box  with  a  solid  bottom  projecting  below  it  by  which  the 
whole  can  be  held  in  the  clamp  of  the  microtome. 

After  the  specimen,  either  free  on  the  end  of  the  block  or  in  its  box, 
is  surrounded  bv  celloidin,  it  should  be  allowed  to  stand  for  a  short  time 
exposed  to  the  air,  so  that  the  celloidin  may  harden  on  the  outside  by  the 
evaporation  of  the  ether.  If  the  temperature  be  high,  the  too  rapid 
evaporation  of  the  ether  will  cause  bubbles  to  appear  in  the  mass.  This 
should  be  avoided  by  covering  the  specimen  with  a  bell-jar.  After  the 
celloidin  mass  has  acquired  sufficient  hardness  on  the  outside  to  keep  its 
shape,  the  whole  should  be  placed  in  eighty-per-cent  alcohol,  in  which 
the  celloidin  will  harden  and  acquire  a  sufficient  consistence  for  cutting 
in  a  few  hours.  When  this  is  accomplished  the  paper  may  be  stripped 
off,  and  the  specimen  is  ready  for  sectioning. 

After  the  sections  have  been  cut  they  may  be  stained  in  the  usual  way 
(see  below)  and  mounted  in  glycerin  or  balsam.  If  mounted  in  balsam, 
the  oil  of  origanum  cretici  is  used  for  clearing. 

The  uncut  portion  of  tissue  may  be  preserved,  embedded  in  celloidin, 
by  keeping  it  in  eighty -per- cent  alcohol.  It  is  better,  in  permanent 
preservation  of  uncut  celloidin -embedded  specimens  in  bulk,  to  cut  them 
off  from  the  wooden  blocks,  fcunce  alcohol  extracts  from  these  a  dark 
resinous  material  which  colors  the  pecimen  and  interferes  with  the 
staining  of  sections.  If  glass  or  \'ulcanite  blocks  \ye  used,  the  whole  may 
be  kept  in  alcohol. 

Step.'inow  hxs  recently  devised  a  more  rapid  procedure  in  celloidin 
embedding  The  celloidin  solution  is  made  by  the  following  formula,  a 
few  days  being  required  for  dissolving  : 

Celloidin !-'>  gm. 

Oil  of  Cloves fiOc.c. 

Ether ...  200   " 

Absolute  Alcohol 10    " 

The  hardened  specimen  is  transferred  from  strong  alcohol  to  a  small 
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portion  of  the  solution  in  a  closed  bottle.  In  from  three  to  six  hours  a 
small  piece  of  ordinary  tissue  is  usually  impregnated.  It  is  then  put  in 
position  on  the  mounting  block  and  placed  in  pure  chloroform.  In  this 
the  proper  consistency  for  section  cutting  is  secured  in  from  two  to  three 
hours,  after  which  the  whole  is  transferred  to  eighty-per-cent  alcohol 
If  the  specimen  remaining  after  sections  have  been  secured  is  to  be  kept, 
it  should  be  removed  from  the  block  and  placed  in  chloroform. 

For  further  details  of  this  method  see  the  original  description.' 

Paraffin. — For  some  purposes,  especially  when  extremely  thin 
though  not  large  sections  are  required,  paraffin  embedding  is  almost  in- 
dispensable. The  sections  of  tissues  thus  feml^edded  may  be  cut  exceed- 
ingly thin  (2  to  3  /',  or  even  1  z^,  with  the  Minot-Blake  microtome),  and 
when  these  are  fixed  to  the  sHde  and  appropriately  stained,  the  condi- 
tions for  the  study  of  cytological  details  are  more  favorable  than  by  any 
other  method.  For  the  paraffin  technique  the  specimen  should  l>e  small, 
say  i  cubic  centimetre  as  a  maximum  limit.  The  specimen,  freed 
from  the  preservative  fluid,  is  dehydrated  by  graded  alcohols  as 
follows:  thirty-per-cent,  fifty -per-cent,  seventy-per-cent,  eighty-five-per- 
cent, and  finally  ninety-five-per-cent,  remaining  in  each  of  these  alcohols 
for  two  or  several  hours,  and  is  then  placed  in  absolute  alcohol.  Com- 
plete dehydration  of  the  specimen  is  indispensable,  for,  if  the  slightest 
trace  of  water  be  left  in  the  specimen,  shrinkage  or  other  artificial  changes 
in  the  tissues  are  apt  to  occur,  when  the  specimen  is  transferred  to  the 
clearing  media  preparatory  to  immersion  in  the  melted  paraffin. 

When  the  specimen  is  thoroughly  dehydrated  by  absolute  alcohol,  it 
may  be  put  in  xylol  or  oil  of  cedar,  remaining  in  this  until  it  sinks  and 
becomes  clear.  It  is  then  immersed  in  a  small  dish  or  glass  box  of 
melted  paraffin,  kept  in  a  constant  temperature  bath  held  at  52°  C, 
where  it  remains  until  completely  permeated  by  the  paraffin.  It  is  best 
to  use  paraffin  which  has  a  melting-point  of  50°  C.  After  the  specimen 
has  remained  for  a  while  in  the  first  dish  of  melted  paraffin,  it  is  trans- 
ferred to  a  second  and  then  to  a  third  dish  of  the  same,  in  order  to  re- 
move any  clearing  oil  remaining  in  the  specimen.  The  length  of  time  of 
the  paraffin  immersion  depends  upon  the  size  and  density  of  the  speci- 
men; usually  one-half  hour  is  sufficient  for  small,  soft,  or  porous  frag- 
ments, an  hour  or  one  and  a  half  hours  for  larger  and  denser  tissues. 
A  longer  period  of  immersion  may  interfere  with  the  finer  structural 
details  of  the  tissues. 

A  small  paper  box  considerably  larger  than  the  specimen  itself  is 
filled  with  melted  paraffin,  and  with  a  warm  needle  or  forceps  the  speci- 
men is  transferred  to  the  paper  box  and  set  in  its  ;)roper  position  in  the 
lK)ttoni,  so  that  the  surface  to  l)e  cut  lies  against  the  bottom  of  the  bcx. 
In  order  to  avoid  the  slow  cooling  of  the  paiaffin  around  the  specimen  in 
successive  lavers,  which  prevents  the  formation  of  a  homogeneous  mass, 
the  paper  box  with  its  contents  is  quickly  cooled  by  being  put  into  cold 
water,  even  iced  water.  When  the  paraffin  block  is  hard,  it  is  fastened 
with  paraffin  on  to  one  of  the  various  di.scs  belonging  to  the  paraffin 

•  Stcpanoir,  Zeitschr.  f.  wisnenschaftl.  Mikros<"opic,  Bd.  xvii.,  p.  185,  10()0. 
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microtome,  trimmed  so  as  to  have  a  rectangular  cutting  surface,  and 
sections  are  cut  with  a  dry  knife.  In  order  to  stain  these  sections, 
the  paraffin  must  be  removed  from  the  interstices;  this  may  be  done  with 
xylol.  Hut  when  the  supporting  paraffin  is  removed  from  the  sections 
they  are  liable  to  fall  to  pieces  during  the  further  staining  and  other 
manipulations.  The  only  practical  plan  therefore  with  the  great  major- 
ity of  paraffin  sections  is  to  affix  them  to  a  slide  and  carry  them  in  this 
way  through  the  various  staining  and  mounting  procedures. 

The  best  way  of  affixing  delicate  paraffin  sections  to  a  slide  is  by 
means  of  a  thin  film  of  albumen.  Equal  parts  of  white  of  egg  and  gly- 
cerin are  thoroughly  stirred  together,  filtered  through  paper,  and  a 
small  amount  of  carbolic  acid  is  added  to  prevent  the  growth  of  micro- 
organisms. A  very  small  drop  of  this  albumen  mixture  is  placed  on  one 
end  of  the  slide,  and  with  the  l)all  of  the  finger  or  a  fold  of  cloth  it  is 
spread  over  the  rest  of  the  slide  in  as  thin  a  film  as  possible.  While  this 
scarcely  perceptible  film  of  albumen  fixative  is  still  moist,  the  paraffin 
sections  or  the  ribbons  of  serial  sections,  divided  into  proper  lengths,  are 
laid  upon  the  film  and  gently  tapped  down  flat  with  a  small  camePs-hair 
brush  or  the  finger-tip.* 

The  slide  with  the  attached  paraffin  sections  is  now  heated  over  a 
flame,  warmed  just  sufficiently  to  begin  to  melt  the  paraffin;  this  is  a  very 
delicate  point  in  the  operation.  Just  enough  heat  must  be  used  to  melt 
the  paraffin  and  no  more.  If  the  slide  be  heated  beyond  this  point,  the 
sections  may  be  shrunken  or  completely  ruined.  While  the  slide  is  still 
warm,  it  is  plunged  into  a  jar  of  xylol,  oscillated  to  and  fro  a  few  sec- 
onds, then  placed  in  a  jar  of  absolute  alcohol,  then  passed  through  a 
series  of  jars  containing  different  strengths  of  alcohol — ninety-five-per- 
cent, seventy-per-cent,  fifty-per-cent,  and  thirty-per-cent,  remaining  a 
few  minutes  in  each,  and  finally  into  water.  Now  the  sections  upon  the 
slide  may  l)e  stained  in  whatever  way  desired,  carried  up  through  the 
graded  alcohols  to  absolute  alcohol,  then  cleared  in  xylol  or  other  clear- 
ing media,  and  mounted  in  balsam. 

Tightly  covered  cylindrical  jars — the  C'oplin  jar  is  excellent — or  wide- 
mouthed  bottles  are  used  for  the  better  manipulation  of  paraffin  sections, 
the  whole  slide  being  dropped  into  the  receptacle  for  staining  as  well  as 
for  the  dehydration  nnd  clearing. 

SECTION  CUTTING. 

This  may  be  done  in  an  emergency  l)y  the  free  hand  with  a  razor 
groun<l  flat  on  the  lower  side,  but  better  sections  can  be  obtained  by 

'  Not  infnM|uoiitly  very  tliin  purafTin  sections  curl  or  become  corrugatetl  a.s  tliey  leave 
tlie  knife,  so  tluit  it  is  difficult  to  place  them  flat  U|>on  the  fixative  film.  Should  this  occur, 
a  few  drops  of  water  may  be  spn*ad  out  in  a  thin  layer  over  the  albumen  film  while  it  is  stiH 
moist  on  the  side,  and  the  whole  slide,  with  the  layer  of  water  ujxin  its  surface,  is  very  gently 
heated  over  the  flame-  just  sufTiciently  to  soften  but  not  io  melt  the  paraffin.  If  the  scH^tions 
are  then  fioate<i  on  the  warm  layer  of  water,  they  will  uncurl  and  flatten  out.  The  water  is* 
ihvn  drained  off,  when  the  flattene<l  wH'tions  v/ill  lie  fiat  upon  the  fixative  film  and  remain 
fiistened  there.  All  traces  of  the  water  are  now  allowetl  to  evajM)rate  in  the  air;  or,  the  evap- 
oration of  the  water  may  be  hastened  by  exjx)sure  to  a  temj)erature  four  or  five  degrees  below 
the  melting-iK)int  of  the  paraffin. 


METHODS    OF    PRESERVING     PATHOLOGICAL    SPECIMENS  983 

means  of  a  microtome,  and  practically  all  section  cutting  for  microscop- 
ical purposes  is  done  by  some  form  of  this  instrument.  One  of  the 
most  useful  of  these  is  Thoma's.  The  Schanze  microtome  is  also  well 
adapted  for  general  work,  as  are  some  of  the  American  instruments 
made  on  the  same  plan.  For  cutting  sections  of  tissues  embedded  in 
paraffin,  and  especially  for  serial  sections,  the  Minot  microtome  of  the 
improved  form — the  Blake-Minot  microtome  can,  in  skilled  hands,  cut 
sections  1  /I'm  thickness — is  excellent. 

Methods  of  Staining. 

Sections  of  hardened  tissues  may  be  stained  for  microscopical  study 
in  a  variety  of  ways,  but  for  routine  work  the  double  staining  with  haema- 
toxylin  and  eosin  is  most  generally  useful,  and  is  applicable  to  nearly 
all  cases. 

HiEMATOXYLix  solution  (Delafield's)  is  prepared  as  follows:  To  100 
cubic  centimetres  of  saturated  solution  of  ammonia  alum  add  1  gram  of 
haematoxylin  crystals  dissolved  in  6  cubic  centimetres  of  ninety-five-per- 
cent alcohol.  This  solution  is  exposed  to  the  light  for  a  week,  the  color 
meanwhile  changing  from  a  dirty  red  to  a  deep  bluish-purple  color.* 
Then  25  cubic  centimetres  each  of  glycerin  and  wood  naphtha  are  added. 
This  mixture  is  allowed  to  stand  for  a  day  or  two  and  is  then  filtered,  and 
the  filtration  is  repeated  at  intervals  until  a  sediment  no  longer  forms. 

The  solution  is  now  ready  for  staining,  the  best  results  being  obtained 
by  diluting  the  fluid  with  from  ten  to  twenty  times  its  bulk  of  water. 
The  sections  are  immersed  in  the  fluid,  and  allowed  to  remain  until  thev 
have  acquired  a  distinct  purple  color  which  persists  after  rinsing  in 
water.  They  are  now  placed  for  a  moment  in  a  dilute  alcoholic  solution 
of  eosin,  and  then  mounted  in  glycerin  which  has  been  colored  lightly 
with  an  alcoholic  solution  of  eosin.  In  this  wav  the  nuclei  of  the  cells 
will  be  stained  of  a  purple  color,  while  the  cell  bodies,  and  to  a  certain 
extent  the  intercellular  substance,  will  be  colored  a  light  rose-red. 

If  specimens  are  to  be  mounted  in  Canada  balsam,  they  are  stained 
with  htematoxylin  as  before,  and  the  eosin  staining  is  done  by  tinging 
with  a  saturated  alcoholic  solution  of  eosin,  the  alcohol  with  which  the 
final  dehydration  of  the  specimen  is  accomplished.  A  similar  result 
may  be  ol)tained  by  tinging  the  oil  of  cloves  or  origanum  with  which  the 
clearing  of  the  sections  is  effected. 

Iron  Hdmatoxylin  (Heidenhains). — Sections  are  soaked  for  an  hour 
in  a  two-per-cent  solution  of  ammonia  sulphate  of  iron,  then  rinsed  with 
water  and  put  for  an  hour  in  a  one-half-per-cent  aqueous  solution  of 
ha^matoxylin  (prepared  by  heating);  again  rinsed  and  put  again  in  the 
iron  solution,  in  which  the  color  gradually  fades.  The  section  must  be 
watched  during  the  process  of  the  differentiation  which  takes  place  in 
the  iron  solution,  and  when  this  is  accomplished  to  a  proper  extent  the 
section  is  thoroughly  washed  in  running  water  and  mounted  in  the  usual 

^  Tlie  time  rcquirtil  for  this  "ripenina;"  of  tlic  solution  may  be  spared  by  the  use  of 
lui*iniitiii  in  the  place  of  hsematoxylin- 
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way.  This  method  is  especially  valuable  for  the  study  of  nuclear  struct- 
ures, the  color  of  these  ranging  from  blue  to  black,  depending  upon 
the  length  of  time  of  immersion  in  the  stain  and  the  grade  of  differen- 
tiation. 

By  the  use  of  this  method,  micro-organisms  may  be  stained  black,  and 
in  this  condition  are,  as  Leaming  has  shown,  well  fitted  for  the  purposes 
of  photomicrography. 

PicHO-.U'ii)  FucHsix  (Van  Gici<ons  Stain). — This  double  stain,  first 
suggested  by  Van  (lieson,  especially  for  the  nerve  tissue,  has  wide  ap)- 
pHcations  in  both  normal  and  pathological  histology,  and  is  most  useful 
when  following  a  deep  ha^matoxylin  stain. 

It  colors  the  fibrillated  connective-tissue  fibres  and  the  neuroglia  in 
general  a  bright  or  garnet  red,  and  also  the  axis  cylinders  and  ganglion 
cells.  Myelin,  muscle  fi])res,  and  certain  other  cells  are  stained  yellow, 
while  the  nuclei  after  the  h'a*matoxvlin  stain  are  brownish-red  in  color. 
Van  Gieson's  stain  is  also  of  value,  although  its  limitations  in  this  par- 
ticular are  not  yet  fully  determined,  as  a  coloring-agent  for  hyalin, 
amvloid,  colloid,  and  nuicin  in  the  tissues.  As  a  differential  stain  fcr 
fibrillated  connective-tissue  fibres  it  is  of  value  in  the  studv  of  various 
tumors  and  especially  of  the  sarcomata. 

It  is  commonly  prepared  in  two  strengths,  the  .stronger  for  use  espe- 
cially in  nerve-tissue  staining,  the  weaker  for  general  purposes.  The 
formula^  and  met  hod  of  using  as  suggested  by  Freeborn*  are  as  follows: 

Firnf-arUl  Fuchain. 

Stronger  solution—  • 

<  )nc-pcr-ceiit  aqueous  solution  .\cl*l  P'uchslu 1.5  c.c. 

Saturated  acjuoous  solution  Picric  Acid  ami  Watc:-.    .  .cacli  50    " 

Weaker  solution- - 

One-pern cnt  aciucous  Acid  Fuchsin 5    ** 

Saturated  aqueouH  volution  Picric  A(l»1 100    " 

The  tissues  mav  be  hardened  either  in  alcohol,  or  in  Orth's  fluid,  or 
in  formalin. 

Sections  are  first  stained  deeply  with  ha^matoxylin,  washed  in  water, 
and  put  into  the  staining  fluid,  in  which  they  remain  for  varying  periods, 
depending  upon  the  tissue  and  the  strength  of  the  stain,  but  in  general 
from  one  to  five  minutes.  The  sections  are  now  rapidly  dehydrated  by 
alcohol,  cleared  with  oil  of  origanum,  and  mounted  in  balsam. 

Malloi{v's  Amlin-hlik  Stain. — This  stain  is  especially  useful  in 
bringing  out  in  blue  the  fibriihe  and  reticulum  of  connective  tissue, 
though  various  hvaline  substances  are  similarlv  colored.  The  nuclei, 
protoplasm,  elastic  fibres,  axis  cylinders,  neuroglia  fibres,  and  fibrin  are 
stained  red;    while  red  blood  cells  and  mvelin  sheaths  are  vellow. 

The  details  of  the  method  are  as  follows: - 

1.  Fix  in  Zenker's  fluid. 

2.  Knii)e(l  in  celloidin  or  paraffin. 

'  Frnfpimu  Pn>r.  X«'\v  Yorlv  Path.  Sor.,  1893,  p.  73. 

-  S<'r  Mnlbn-uamX  Wright,  "  Patliological  Trohnic|UC,"  1004.  p.  322. 
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3.  Stain  sections  in  a  one-tenth-per-cent  aqueous  solution  of  acid 
fuchsin  for  five  minutes  or  longer. 

4.  Transfer  directly  to  the  following  solution  for  twenty  minutes  or 
longer: 

Anilin  blue  soluble  in  water  (Gnibler) 0.5 

Orange  O.  (Griibler) 2.0 

One-per-cent  aqueous  solution  of  phosphomolybdic  acid 100. 

5.  Wash  and  dehydrate  in  several  changes  of  ninety-five-per-cent 
alcohol. 

6.  Clear  in  xylol  or  in  oil  of  origanum. 

7.  Xvlol  balsam. 

Methylene  Blue  is  a  useful  stain  for  many  purposes.  The  tis.sues 
may  l)e  hardened  in  Zenker's  or  Orth's  fluid. 

Giemsa's*  Staix  for  Blood  and  Tissues. — The  stain  is  prepared  as 

follows: 

Azur  II-Eopin 3.0  gin. 

Azurll 0.8   " 

Glycerin  c.  p 250 . 0  c.c. 

Methyl  alcohol  c.  p 250.0    " 

The  dyas  are  thoroughly  dried  over  H,S()^,  finely  pulverized,  and  sifted  througli  a 
fine-meshed  silk  sieve;  then  dlssolvetl  by  shaking  In  the  glycerin  heated  to  60°  C.  To 
thLs  glycerin  solution  la  added  the  methyl  alcohol  also  heated  to  60°  C\,  the  whole 
thoroughly  shaken  and  allowed  to  stand  for  twenty-four  hours  and  then  filteretl. 

The  stain  is  prepareil  for  the  market  ready  for  use  by  Griibler. 

For  Staining  Blood, — 1.  Air-dried  blood  smears  are  fixed  for  two 
to  three  minutes  in  methyl  alcohol  and  dried  off  with  filter  paper. 

2.  The  dye  is  diluted  with  water  (1  drop  of  the  dye  to  about  1  c.c. 
of  distilled  water).  The  water  mav  to  advantage  be  warmed  to  30^ 
to  40°  C. 

3.  Pour  the  freshlv  diluted  dve  over  the  smear  and  stain  for  ten  to 
fifteen  minutes. 

4.  Wash  ofT  in  water  jet. 

5.  Dry  partially  with  blotting  paper  and  then  in  the  air.  Mount  in 
balsam. 

For  Stainin{j  Tissues, — FkjT  staining  ti.^^sues  the  following  method 
of  Schridde'  may  be  useful. 

1.  Five  micra  paraffin  sections  are  stained  for  twenty  minutes  in  a 
mixture  of  two  drops  of  Giemsa's  solution  and  1  »*.c.  of  water. 

2.  Washed  carefullv  in  water. 

3.  Dried  ofT  with  blotting  paper. 

4.  Transferred  immediately  to  anhydrous  chemically  pure  neutral 
a^-etone. 

o.  Transferred  to  xvlol.     Mounted  in  neutral  dammar. 

Unna's  Polychkome  Mhthylenk-blik  Stain. — This  is  prepared  for 
the  market  bv  (iriibler.  The  formula  for  its  use  given  bv  Mallorv  and 
Wright  is  as  follows: 

'  (iictNsa,  ("entbl.  f.  Halct.,  -\btli.  I  ,  Orip.  B<1.  xxxvii.,  p.  :<<)S.  1904. 
'  Schriddi,  Cent.  f.  allg.  Path.,  Hd.  xvi.,  p.  7()9,  lOO."). 
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1.  Stain  paraffin  or  cclloidin  sections  hardened  in  alcohol  in  poly- 
chrome methylene-hliie  five  to  ten  minutes  or  longer. 

2.  Wash  in  acidulated  water. 

3.  Fix  in  ten-per-cent  solution  of  bichromate  of  potassium  half  a 
minute. 

4.  Wash  in  water. 

5.  Dry  on  slide  with  fdter-paper. 

(>.  Decolorize  in  anilin  plus  one-per-cent  hydrochloric  acid  (a  few 
sec(mds  onlv. 

7.   Wash  off  with  oil  of  henxamot. 

S.   Halsani. 

Thiomn. — Thionin  is  e.Kpe<'ially  useful  as  a  stain  for  mucin.  In  the 
followinjr — Hover's  formula — the  mucin  is  colored  red,  the  remaining 
ti.ssue  blue. 

1.  Harden  in  corrosive  sublimate,  followed  bv  alcohol. 

2.  Paraffin  sections  are  pas.»<ed  through  xylol,  chloroform,  and  ninety- 
five-per-cent  alcohol  to  free  them  from  j)araffin,  and  are  then  placed  in 
a  five-per-cent  aqueous  solution  of  corrosive  sublimate  for  three  to  five 
minutes. 

3.  Stain  in  a  dilute  .solution  of  thionin  for  ten  to  fifteen  minutes. 

4.  Alcohol. 

o.  Clear  in  the  mixture  of  the  oils  of  cloves  and  thvme. 

0.  Turpentine  oil  or  oil  of  cedar. 

7.   Hal.*<am. 

The  sublimate  should  not  be  removed  from  the  tissues  bv  iodin,  as  is 
usual  as  a  preliminary  to  staining. 

Thionin  is  use-ful  for  the  staining  of  exudates,  frozen  .sections,  etc.  It 
may  be  k(»pt  in  a  stock  saturated  aqueous  solution  to  be  variously  diluted 
as  used. 

Methods  of  Preserving  Specimens  for  Oross  Demonstration 

and  for  Museums. 

When  specimens  of  abnormal  tissues  or  organs  are  to  be  preserved 
entire  for  exhibition  in  jars  in  a  museum,  the  superfluous  parts  are  first 
removed  and  the  recjuisite  di.»<sections  made.  Then  they  are  carefully 
placed  in  the  position  and  form  which  it  is  wished  to  preserve,  by  stuff- 
ing with  horsehair  or  absorbent  cotton  and  by  the  use  of  thread.  When 
thus  carefully  adjusted  they  are  either  suspended  or  laid  on  a  wad  of 
absorbent  cotton  in  sixty-  to  eighty-per-cent  alcohol  or  in  five-per-cent 
formalin  solution.  In  this  thev  usuallv  become  hard,  and  finallv,  after 
the  removal  of  the  temporary  stuffing  and  braces,  are  transferred  for 
permanent  exhil)ition  to  fresh,  <*lear,  eighty-per-cent  alcohol,  or,  in  case 
of  formalin  hardening,  to  a  fresh  solution  of  the  formalin,  to  which,  if 
the  jar  is  likely  to  be  expo.^ed  to  cold,  a  little  glycerin  is  added  to  pre- 
vent freezing.  This  description  applies  espe<'ially  to  such  specimens  as 
have  cavities  to  distend  or  display. 

The  more  simple  specimens,  such  as  the  solid  viscera,  tumors,  etc., 
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may  be  washed  and  hardened  in  sixty-per-cent  alcohol  or  in  formalin 
solution.* 

In  many  cases  an  excellent  hardening  is  obtained  by  injecting  the 
preservative  fluid  through  the  blood-vessels.  The  lungs  are  well  hard- 
ened by  pouring  the  fluid  through  the  trachea  into  the  air  spaces. 

Firm-walled  cysts  of  various  kinds  are  well  preserved  in  a  condition 
of  distention  by  drawing  off  the  natural  contents  through  a  fine  cannula 
and  refilling  with,  and  immersing  in,  formalin  solution.  Delicate  cyotSy 
such  as  echinococcus  cysts,  small  embryos  in  their  membranes,  cystic  kid- 
neys, etc.,  may  be  preserved  in  a  nearly  natural  condition  in  formalin.^ 

Eaiserling's  Method  of  Fixing  Natural  Colors  in  Museum 

Specimens.^ 

1.  Fixation  for  one  to  five  days  in: 

Formaldehyde 2()0  c.c. 

Water. . . . .' 1000    " 

Nitrate  of  potassium 15  grains 

Acetate  of  potassium 30 

Change  the  position  of  the  specimen  frequently.  The  time  of  fixation 
varies  with  the  tissue  or  organ  and  size  of  the  specimen. 

2.  Drain  and  place  in  eighty-per-cent  alcohol  one  to  six  hours,  and 
then  in  ninety-five-per-cent  alcohol  for  one  to  two  hours,  to  restore  the 
color,  which  is  somewhat  affected  in  the  fixing  solution. 

3.  Preserve  in: 

Acetate  of  })otass!um 200  grains 

( llycerin 400  c.c. 

Water '.OOO    " 

Since  exposure  to  light  reduces  the  color  contrasts,  the  specimen  should 
be  prepared  and  kept  in  the  dark. 

The  Importance  of  Careful  Fixation  and  Preservation. 

We  would  most  urgently  commend  to  the  reader  the  importance  of 
putting  pathological  specimens,  which  are  to  be  hardened  and  subse- 
quently examined  microscopically,  at  the  earliest  possible  moment  into 
the  preservative  fluids,  which  should  alicays  be  abundant.  Furthermore, 
when  specimens  are  large  it  is  very  desirable  to  cut  them  open,  so  that 
the  fluids  mav  come  into  direct  contract  with  the  tissues.  It  should  l)e 
borne  in  mind  that  immediately  after  death  or  the  removal  of  parts  from 

*  For  a  motluKl  of  preparing  tliick  serial  sections  of  brain  for  i)ennanent  prf*H*»rvation  in 
formalin  and  grlatin  si»c  Mankowakj/,  C'bl.  f.  Path.,  Ui\.  xvii..  1906,  p.  467,  Also,  for  the 
method  of  pr('>*«*rving  sectionM  and  whole  «truc*tun'.s  for  exliibition  in  gelatin  Hoe  IVattergf 
Me<lical  Record,  vol.  Ixx.,  p.  »8o.  1906. 

'  For  th<'  t«'chni(iue  of  the  clearing  mctli<Kl  by  pota.*«iuin  hy<lroxi<l  in  the  demonstration 
of  ossification  centrt>s,  di.^tribiition  of  blootl-vessels  etc  s««<*  Hill,  Johns  Ilopkinrt  Hosp. 
Bull.,  vol.  xvii..  p.  Ill,  1JK)6. 

*  See  Mnllonj  and  Wright.  "Pathological  Tecnuique,'    1901.  p.  360. 
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the  body,  especially  in  warm  weather,  changes  commence  in  the  tissues 
and  progress  very  rapidly,  so  that  in  some  cases  a  few  hours*  or  even  a 
few  moments'  delay  will  not  only  render  subsei|uent  microscopical  exam- 
inations difficult  and  unsatisfactory,  but  may  lead  to  serious  errors.  Al- 
cohol and  five-per-<*ent  formalin  are  the  most  generally  useful  agents. 
Carbolic  acid  aiid  (Jyccrin  should  not  he  usedy  even  for  the  temporary  preser- 
vation of  fresh  tissue.  They  not  only  do  not  harden  and  preserve  the 
tissue  elements,  but  they — especially  glycerin — render  them  almost  use- 
less for  microscopic  examination. 

The  not  uncommon  practice  of  wrapping  a  specimen  in  a  cloth  soaked 
in  alcohol  or  carbolic  acid,  and  permitting  it  to  remain  in  this  for  hours 
or  days,  is  of  no  use  whatever  in  preserving  specimens  of  which  micro- 
scopi<*  examinations  are  to  be  made.  Almost  equally  useless  is  the  too 
common  practice  of  placing  a  specimen  in  a  l)ottle  which  it  nearly  fills, 
and  pouring  a  little  preservative  fluid  around  it.  Not  only  should  the 
proper  fluids  be  used,  luit  these  should  be  abundant,  and  the  specimen 
so  prepared  and  arranged  that  they  may  come  into  direct  contact  with  it. 
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AbboU  and  Gilderdeeve,  on  acid-proof  l^ac- 

teria,  260 
Abdomen,  examination,  post-mortem,  of, 
949,  959,  973 
post-mortem  changes  in,  950 
Abdominal  pregnancy,  792 
viscera,  position  of,  950 

sudden  death  after  lesions  of,  418 
Ahel,  on  adrenal  secretion,  406 
Ahel  and  Davis,  on  skin  pigment,  55 
Ahramow,  on  blooil- vessels  in  syphilis,  207, 
517 
en  peritonitis,  645 
Abrin  poisoning,  151.  398 
Abscess,  88 

gaseous,  280 
nature  of,  195 
of  bone,  835 
brain,  912 
heart,  491 
gall-ducts,  692 
kidney,  704 
liver,  673,  692 
lung,  563 
mamma,  794 
prostate,  815 
spleen,  457 
testicle,  808 
repair  of,  94 
tropical,  673 
Absorption.  22 

from  peritoneum,  645 
Acardiacus  acephalus,  311 
acormus,  311 
amorjjlius,  311 
anceps,  311 
Acarus  scabiei,  127 
Achard  and  Phuljrin,  on  distribution  of 

bacteria  in  body  after  death,  156 
Achorion  Schonleinii,  146 
Acliromatic  figures  in  mitosis,  66 
Acid,  arsenious,  394 
carbolic,  397 
carbonic,  399 


Acid,  hydrochloric.  392 
hydrocyanic,  397 
nitric,  392 
csmic,  978 
oxalic,  392 
sulphuric.  391 
tartaric,  393 
Aconite  poisoning.  399 
Acrania,  307,  874 
Acromegalia  (acromegaly),  410 
Actinomyces,  225 

in  lung,  5(>3 
Actinomycosis,  225 
of  aj)i)en(iix,  642 
brain,  924 
intestine,  642 
Adamantinoma,  390 

Adami,  on  blocxl  in  septicxemia,  200;   on 
dissecting  aneurism.  520;  on  inflamma- 
tion. 109;  on  inflammation  and  fibrosis, 
95;   on  latent  infection,  150;  on  mye- 
lin sul)8tances.   42;    on  retroperitoneal 
lipoma,  648;  on  reversion,  63;    on  the 
nucleus.  67 
Adaptation,  immunity  a  process  of,  176 
in  pathological  processes,  ref.,  109 
of  animals  to  alien  substances,  190 
pnxiucts.  table  of,  186 
Adaj)tive  substances.  176 
Addison's  disease,  405 
Ad^nie,  440 
Adenitis,  394 

Adeno-carcinoma  of  liver,  ref.,  686 
stomach,  617 
uterus.  765 
"Adenoid  polyps."  601 
Adenoids,  5.32,  599 
Adenoma,  376 

of  adrenals.  469 
bronchi.  542 
gall-ducts,  694 
intestine.  C41 
kidney,  727 
liver,  686 
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Adenoma  of  liin>r.  ')S() 
niainma,  799 
mouth.  596 
(esophagus.  (504 
ovaries,  780 
pituitary.  928 
prostate.  S15 
stomach,  014 
testieh's.  Sll 
uterus.  704 
Ade no- sarcoma.  '.iM\ 

of  *hira  mater  spinahs.  809 
Adipocen*.  n'f..  9:i0 

Adler,    on   f^mnmata   of   heart.    494;     on 
leucocytes.  S.3:   on  malignant  tumors  of 
lungs,  .")S7 
Atiler  iiml  Meltzir,  on  tissue  spact»s.  .327 
Adrenal  tissue  in  Hver.  rwsO 
Adn»nals.  407 

absene*'  i)f.  4r)7 

acc<»sj*ory,  4()7 

Addison's  dis4»a.s«».  n Nation  c>f,  to.  405 

atrophy  of.  407 

degenerations  of.  407 

(examination.   jK)st -mortem,   of,   900, 

974 
extirj)ation  of,  n»f..  400 
fat  infiltration  of.  407 
ha'morrhage  of.  40S 
hyjMTplasia  <»f.  M)H 
inflanunation  of,  408 
malformations  of,  407 
myelin  s;ibstanc<»s  in,  ref.,  407 
necrosis,  focal,  4()7 
pigmentation  of.  407 
prewrvation  of.  \Hy\ 
relation  of,  to  nervous  system,  ref., 

407 
size  and  weight  of,  9<)l 
struma.  409 
syphilis  of,  408 
thromlK)si8  of,  408 
tulwrculosis  of,  4i)S 
tumors  of,  4()8 
Ai^robic  bacteria.  1:^2 
AfanaMftieff,  on  granulation  tissue  in  in- 
fect i(m.  150 
Agar  for  cultivation  of  bacteria,  140 
Age.  relationshij)  of,  to  dis<-ase,  12 
Agenesia.  .'304 
Agglutination.  177 

of  typh<#id  bacilhis.  240 
tests,   ISK 


Agglutinative  substances,  177 

Agglutinin,  177 

Aggressins.  151 

Agnathia,  300 

Ague  (see  Malaria),  279 

**Ague  cake,"  457 

Ahlfeldt,  on  cysts  of  placenta.  770 

Air  emboli,  33,  434 

Air  in  bloo<l,  434 

in  bhxKl,  in  caisson  <lisease.  10 
in  j)ericarilium.  470 
in  pleura,  951 

micro-organisms  in.  149;  also  ref.,  148 
supply,  relation  of,  to  dis<»ase,  8 
Akerlumi,  on  membranous  enteritis  and 

colitis,  0:« 
Alhrecht,  on  degeneration,  40;    on  myelog- 
enous 8ub8tanc<*s  in  cells.  41 ;  on  origin 
of  tumors.  .335 
Albumen    film    for    fixing   sj)ecimen8   to 

slide,  970,  981 
Albuminous  degeneration   (set*  Degenera- 
tion, albuminous).  39 
Albuminuria,  099 
Alcohol  poisoning.  397 

use  of,  as  fixative,  977 
Alcoholism,  chronic,  atn»phy  of  brain  in, 
879 
meningitis  in.  804 
oedema  of  brain  in,  800 
Alexander,  on  adrenals.  407 
Alexin,  160.  168,  175 
Aloes  pois'^ning,  390 
Amboceptor.  175 
Amitosis.  07 

Ammonia  poisoning,  393 
Amoeba  coli,  1 13 
in  colitis,  027 
in  liver  abscess.  073 
Amputation  neuroma.  878 
Amyelia.  875 

Amyloid  degeneration  (see  I>egeneration, 
amyloid),  48 
tests  for,  50 
tumors  of  larynx  and  trachea,  537 
tongue,  597 
Amyotropliic  lateral  sclerosis,  904 
Anemia,  15,  18,  423 
clUorotic,  435 

infantum  pseudoleuka^mica,  441 
marrow  changes  in,  840 
of  brain,  881 
kidney,  098 
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Anrrmia  of  liver,  660 
lung,  544 
spleen,  454 
pernicious,  436 
secondary,  435 
Anaerobic  bacteria,  132 
Anaplasia,  333 
Anasarca,  21 

Ancephalomeningocele,  308 
Anders,  on  tuberculosis  of  heart,  494 
Anencephalia,  308,  874 
Aneurism,  518 
cirsoid,  521 

conditions  leading  to,  518 
cylindrical,  518 
<lissecting,  520 
false,  520 
fusiform,  518 
miliary,  522 

of  brain,  88:^,  929 
multiple,  517 
mycotic,  518 
of  aorta,  521 

brain,  883,  929 
cerebral  arteries,  883 
coronary  arteries,  522 
heart,  481 
heart  valves,  481 
pulmonary  arteries,  522 
splenic  artery,  453 
sacculated,  519 
spurious,  520 
varicose,  520 
Aneurismal  varix,  520 
Angina  (see  Pharyngitis),  599 

membranous,  207 
Angioma,  372 

cavernous,  373 
of  bone.  850 
brain,  925 
choroid  plexus,  874 
ependyma.  874 
kidney,  726 
la.*ynx,  536 
lips,  596 
hver,  685 
mouth,  596 
cesophagus,  604 
peniz  805 
spleen,  462 
stomach,  614 
thymus,  402 
tongue,  597 


Angioma  of  uterus,  7(>4 

telangiectoides,  372 
Angio-sarcoma.  354 
Anguillula,  120 
Anhydnrmia,  422 
Anilin  blue  stain,  984 
Anilin-gentian-violet  stain  for  bacteria,  138 

dyes  for  bact<»ria,  137 
Animal  parasites,  1 13 

venom,  poisoning  by,  398 
Animals,  infectious  diseases  of,  302;  als<» 
ref.,  155 

tumors  of,  336 
Ankylostoma  duo<lenale,  124,  436 
Anopheles  in  malaria,  2i)7 
Atisfxich,  on  teratoma  of  ovarj',  7S7 
Anterior  horn,  myelitis  of,  915 
Anthracosis  of  lung.  552,  567 

lymph  nodes,  443 
Anthrax.  222 

bacillus,  224 

of  intestine.  642 
Antiamboceptor,  175 
Anti-bodies,  173 
Anticytolysins,  173 
Anticytotoxins.  173 
Anti-immune  substances,  175 
Antiprecipitin,  180 
Antitoxic  serum,  162 
Antitoxin,  162 

Asiatic  cholera,  244 

diphtheria.  162,  274 

Ehrlich's  hypothesis  of  production  of, 
10.3 

plague.  279 

8tn*j)t(K'occus.  206 

tests  for  value  of,  n»f.,  162 

tetanus.  ia3,  276 

unit,  163 
Anus,  atresia  of.  618 
Aorta,  aneurism  of,  521 

atheroma  of,  514 

dissecting  aneurism  of.  522 

double.  522 

examination,  post-mortem,  of,  966 

hyjmplasia  of.  508 

insufficiency  of.  ')04 

malformations  of,  474 

obliteration  of.  522 

nipture  of,  .309 

stenosis  of,  .')04,  .522 

tulKTCulosis  of,  517 
Aj)hthy,  595 
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AplajHia,  304 

Apoplectic  foci  in  brain,  882 

Apoplexy,  20 

cen^bral,  883 
of  brain.  882 
placental.  773 
serous,  of  brain,  882 
spinal.  885 
ApjKMulicitis.  035 
ApiKMidix  vemiifomiis,  635 
absence  of.  618 
actintmiycosis  of,  642 
bacteria  in,  (\^M) 
calculi  in.  CiHiT 
ccmcn»tions  in,  6^57 
cvsts  of,  (hi7 
dilatation  of.  (137 
•  livertic.ila  of,  n»f..  619;  ref..  637 
foreign  iKxlies  in,  (V.37 
gangrene  of.  ().37 
inflammation  of,  r>35 
inversion  of.  639 
necHMjis  of,  6136 
obliteration  of,  637 
.strictun*  of,  6^37 
tulx^rculosis  of,  637 
tumors  of,  641 
Araohnoid  ihih.'  Pia  mater),  859 
Arpyria.  M) 

ArnUfi,  on  angio-Rarcoma  of  liver,  687;  on 
fat  in  cc»lls.  49;  on  hairy  polyps  of 
pliarynx,  (102;  on  inm  pigment  in  cells 
and  tissues,  .367;  on  lymph  notles,  442; 
on  staining  methml,  975;  on  weight  of 
heart,  957 
Arim}HT(jerf  on  dermoid  cysts   of   ovary, 

787 
Arwnic  |K)is:ining,  394,  971 
Artefacts  of  nervous  system,  ref.,  875,  948 
Arteries,  aneurisms  of,  511,  518,  521 
athenmia  of,  513 
calcification  of,  510,  889 
cerebnil,  aneurism  of,  883 

lesions  of  j  889 
coronarj'.  aneurism  of,  522 
ilistribution  of,  ref.,  489 
emlM)lism  of,  490 
endarteritis  of,  489 
examination,    post-m(»rtem,    of, 

9r>() 
fibrous  nodules  on,  473 
infarction  of.  41M) 
lesions  of,  489 


Arteries,  coronary,  sclerosis  of,  489 
thrombosis  of.  489 

cyst,  atheromatous,  of,  513 

degenerations  of,  509,  889 

emboli  of,  523 

hepatic,  lesions  of,  662 

inflammation  of  (see  Arteritis),  511 

mesenteric,  aneurism  of,  522 

miiidle  cerebral,  lesions  of,  889 

pulmonary,  aneurism  of,  522 

embolism  and  thrombosis  of,  547 
malformations  of,  474 

renal,  embohsm  an.l  thrombosis  of, 
698 

rupture  of.  509 

sclerosis  of,  51 1 

spinal  cord,  lesions  of,  889 

syphiHs  of,  517 

tenninal.  emlK)li  in,  28 

thromlxisis  of.  51 1 

tulxTculosis  of.  517 

tumor  emlM)li  in,  523 

tumors  of.  523 

ulceration  of,  513 

wounds  of.  50t) 
Arterio-sclerosis  (see  Arteritis),  511 

classificati^m  of.  516 

conditions  leaiUng  to,  516 

n»lation  to  heart  hyjx»rtrophy,  506 

relation  to  kidney  lesions,  719 
Arteritis,  ac.ite.  511 

chronic,  51 1 

emlK)lic,  511 

syphilitic,  517 

tulxTculous.  517 

|)eri-,  nodosa.  517 
Artery,  end.  28 

tenninal,  28 
Arthritis.  8^31 

chronic,  851 

deformans,  852 

exudative,  851 

gonococcal,  851 

gouty,  8.>.3 

pneunuH'occic,  851 

rheumatic,  852 

Bt»ro-fibrinou8,  851 

serous,  851 

suppurative,  851 

tuberculous,  853 

uritica,  85,3 
Arthro])athy,    hypertrophic    pulmonary, 
410 
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Arthropods,  127 
Artlirospores,  132 
AacareUiy  en  adipocere,  936 
Ascaris,  in  bladder,  urinary,  738 

in  pancreatic  duct,  658 

lumbricoides,  123,  690 

maritima,  123 

mystax,  123 
Afich,  on  excretion  of  bacteria  by  kidney, 

70o 
Ascfioff,  on  cysts,  343;    on  parencliynia 
cell  emboli,  28;  on  side-chain  theory,  191 
Ascites,  22,  643 

chylous,  528,  643 

in  cirrhosis,  679 
Ashtotif  \ orris,  and  Larenson,  on  Stokes- 
Adams'  disease,  502 
Asiatic  cholera,  241 

bacteria  resembling  spiriUum  of,  244 

communicability  of,  243 

lesions  of,  242 

preventive  inoculations  in,  244 

serum,  antitoxic,  in,  244 

spirillum  of,  243 
Askanazy,  on  pigment,  5.3 
Aspergillus  glaucus,  146 
Asphyxia,  414 

death  from,  533 
Ataxia,  cerebellar,  912 

Friedreich's.  911 

hereditary,  911 

locomotor,  905 
Ataxic  paraplegia,  911 
Atelectasis  of  lungs,  547 
Atelomyelia,  875 
Atheroma,  513 

Atlassoffj  on  experimental  typhoid,  230 
Atrophia  musculorum  hpomatosa,  821 
Atrophy,  36 

acute  yellow,  of  liver,  667 

brown,  of  heart,  .38,  481 

degenerative,  37 

from  disuse,  38 

general,  .38 

granular,  of  kidney,  716 

neurotic.  39 

of  t.drenals,  467 

blooil-vessels,  508 
bone,  826 
brain,  878 
fat,  pericardial,  481 
heart,  480 
kidney,  696 

63 


Atrophy  of  Hver,  665 

lymph-n(Kie8,  442 
muscle,  818,  821 
pancreas,  653 
prostate.  813 
spleen,  4.7.3 
stomach,  607 
testicles,  807 
thymus,  46.3 
thyroid,  464 
uterus,  7.')3 
pigment,  3(>.  6<>5 
pressure*.  38 

pn)gressive  muscular,  90.3 
8t»nile.  .38 
simple,  37 
Auerlmch,  on  influenza  bacillus,  228;    on 

typhoid  bacillus.  239 
Aufrecht,  on  exi)erimental  pneumonia  in 

animals.  'Ayo 
Auto-digestion  of  pancreas,  653 
Autohiemolysis.  ref..  162 
Auto-intoxication.  151,  400:   also  ref.,  391 
Addison's  disease  as  an,  406 
burns  as  excitants  of,  9 
cachexia  strumipriva  as  an,  404 
dyscrasic,  401 
enten)gi»nic,  400 
exophthalmic  goitre  as  an.  404 
gout  as  an.  408 
retention,  401 
Autolysins.  173 
Autolysis.  (30,  105 

in  lung  exudates,  .'>57 
Autopsies,  in  new-lmrn  children,  971 

making  of  (see  Post-mortem  examina- 
tion). 9.33 
medico-legal,  970 
Autosite.  315 

Axis-cylinder  process,  nature*  of,  891 
Axone.  degenenitions  in,  894 

nature  of.  891 
Axone-hill.  892 
Aijer,  on  cysts  of  intestine,  641;   on  cysts 

of  mesentery.  (yM) 
Azur  II  as  staining  ag(*nt,  300.  985 

Balten,  on  bacteria  in  cadaver,  936;    on 

hemorrhagic  infection.  279 
BaciUi  (see  Bacillus),  129 
Bacillus.  129 

"acid-proof"  group  of,  260 
aerogencs  capsulatus,  279 
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Bacillas  anthrncis,  224 

in  intestine,  (542 
cholene  gallinarum,  279 
coli  coniinunis.  209 

in  cadaver,  969 
colon.  209 

conjunct ivitidis,  229 
iliphtheria*.  271,  273 

action  of,  in  animals.  273 

branching  forms  of.  273 

characters  of.  273 

group,  274 

in  lungs,  ref.,  273 

in   mouths  of   healthy   {x^rsons, 
ref..  274 

toxin  of,  274 

varieties  of,  273 
Ducrey's.  222 
dysenteria?,  628 
Friedliinder's,  211 
gas,  279 
glanders,  221 
"grass."  261 
ha'tnorrhagicus,  279 

septicus,  279 

velenosus,  279 
"hay."  261 
icteroides,  287 
influenzie,  228 
Koch-Weeks',  229 
lepras  263 
Lustgarten's,  268 
mallei,  221 

cedematis  maligni,  281 
paratyphosus,  241 
pcstis,  278 
plague,  278 
pneumonia*,  211 
protcus  group  of,  212 
proteus  vulgaris,  212 
|)S(nido-4liphtheria',  274 
I>H(^udo-influenzu^,  229 
|)Heudo-tet aniens,  276 
pHeudo-tulKTculosis,  222 

liquefaciens,  222 
pyocyan<»U8,  210 

in  dysentery,  629 
pyogenes  ftetidus,  209 
rliinoHcleromatis,  270 
Shiga's,  ()28 
smegma .  260 
suijH»stifer.  279 
suisepticus,  279 


BacilliLs  tetani,  275 
tetanus  group,  276 
t  ulx^rculosis,  245 

branching  forms  of.  251 

characters  of,  251 

dead,  action  of,  255 

differentiation  of.  from  smegma, 
260 

in  blood  in  pulmonary  tubercu- 
losis, ref..  569 

in  mesenteric  lymph-nodes,  ref., 
625 

methods  of  staining,  252 

modes  of  distribution  of,  259 

numbers  of.  in  lesions,  256 

portals  of  entry  of.  257,  569 

sources  of.  258 

varieties  of,  254 
typhi  murium.  279 
typhosus  (sec  Typhoid  l>acillu8),  229 
VinctMit's.  274 
Welchii,  279 
xerosis,  274 
liacmeiftter,  on  myoma  of  heart,  508 
Bacteria,  128 

absorption  of.  in  peritoneum,  645 
acid-n»8isting.  260 
action  of  cold  and  heat  on.  132 
action  of  gennicides  on,  133 
action  of,  in  body,  150 

in  soil.  133 
aerobic,  132 
adrogenic,  134 
anaerobic,  132 
and  insects,  149 
as  disease  excitants,  193 
capsules  of,  128 
ehemotaxis  in.  133 
chromogenic,  134 
classi6cation  of,  136 
colonies  of.  141 
commensals  in,  136 
conditi(ms  of  damage  in  body,  158 
conditions  of  life,  growth,  etc.,  132 
cultivation  of,  139 
culture  media  for,  139 
destruction  of,  in  Ixnly,  168 
di.s{M>8al  of,  in  bloo<l.  ref.,  149 
distribution  of.  134 

and  role  of.  in  nature.  133 

of.  in  body  after  death.  156 
elimination  of,  through  secretions,  149 
enzyniv^s  of,  134 
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Bacteria,   examination    of    post-mortem 
specimens  for,  969 
filamentous,  130 
flagella  of,  128 
forms  of,  128 

Gram's  method  of  staining,  138 
groups  of,  193 
growth  aggregates  of,  130 
growth  of,  132 
hspniolysins  of,  ref.,  152 
higher,  130 
in  air,  134,  148 

appendix,  639 

bladder,  urinary,  735 

blood,  ref.,  434 

body,  148 

bronchitis,  538 

cadaver,  935 

colitis,  628 

dust,  135 

empyema,  590 

endocarditis,  496 

fermentation   and    putrefaction, 
134 

gall-bladder  and  -ducts,  691,  692 

gangrene  of  lungs,  551 

heart,  496 

intestine,  ref.,  632,  633 

kidney,  705,  711 

Uver,  674 

lung.  552 

lymph-nodes,  451 

mouth,  597;   ref.,  598 

mouths  of  children,  ref.,  598 

nose,  531 

[.pericarditis,  472 

peritoneum,  645 

pleuritis,  589 

soil,  134 

spleen,  462 

stomach,  ref.,  610 

suppuration,  194 

tonsillitis,  600 

urinary  passages,  ref.,  735 

vagina,  747 

water,  135 
insusceptibility  to  action  of,  158 
involution  forms  of,  129 
messmates  in,  136 
metabohsm,  133 
methods  of  staining,  137 
methods  of  study  of,  biological,  139 

morphological,  137 


Bacteria,  monomorphism  in,  131 

motility  in,  133 

multipHcation  of,  129,  132 

parasitic,  135 

pathogenic,  adaptation  of,  to  animal 
species,  ref.,  158 

photogenic,  134 

pleomorphism  in,  131 

poisons  of,  ref.,  151 

polymorphous,  130 

portals  of  entry  of,  149 

products  of  action  of,  in  body,  150 

proof  of  infective  nature  of,  152 

protective  action  of  skin  against,  ref., 
149 

protective  mechanism  of  body  against, 
148 

ptomains  formed  by,  134 

pyogenic,  200 

relations  of,  to  other  forms  of  life, 
135 

rod,  129 

r61e  of,  in  nature,  133 

safeguards  of  the  body  against,  148 

saprophytic,  135 

species  of,  136 

spheroidal,  128 

spiral,  129 

spores  in,  131 

staining  of,  137 

sterilization  of,  132 

symbiosis  among,  136 

thermophilic,  132 

toxalbumins  formed  by,  134 

toxic  substances  of,  134,  150 

uUramicroscopic,  301 

vacuoles  in,  131 

varieties  of,  136 

zoogloea  forms  of,  ref.,  130 

zymogenic,  134 
Bacteria»mia,  198 

in  tuberculosis  of  lung,  582 
Bacterial  immunity,  168 

precipitins,  180 

vaccines,  184 
Bacteriolysis,  168 
Bacterio-opsonins,  182 
Bacterioprotein,  151 
Bacteriotropic  substances,  182 
Baer,  on  typhoid  ulcers,  235 
Bail  and  Weil,  on  aggressins,  151 
Bailey,  on  ganglion  cell  lesions  in  hydro- 
phobia, 281 
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Bailey  and  Kwirtg,  on  I^iulr}''s  paralysis, 
917 

Balanitis.  804 

Balantidiuni  coli,  1 18 

BaUauf,  on  carcinoma  of  appendix.  641 

Baidtrin,  on  (>liu$tic  tirtsae  in  tumors.  344; 
on  liver  infarcts,  (UM;  on  primary  car- 
cinoma of  pancreas,  657 

Barth'cn,  on  burms.  9 

Barker,  on  nervous  system,  896,  889,  899 

Barlow's  disease,  410 

Bartel  and  Spieler,  on  i>ortals  of  entry  of 
tubercle  bacilli.  258 

Bartel  and  Stein,  on  lymphatic  constitu- 
tion. 412 

Bartholin's  glands,  cysts  of.  rt*f.,  745 

Ba8e< low's  disease^,  404 

Bash  ford,  on  transplantation  of  tumors, 

Bashford  and  Murray,  on  mitosis  in  malig- 
nant tumors.  333;   on  statistics  of  can- 
cer. :«?) 
Baso[)hile  cells,  428 

BasHfte,  on  bhistomycoais  of  skin,  144 

Batten,  on  nerve  lesions  in  di|)htheria,  271 

Baumgarten,  on  ascending  urogenital 
tubercul;>sis.  720;  on  conmary  arteries, 
489;  on  portals  of  entry  of  tubercle 
bacilli.  2r)8;  on  tissue  formation  by  en- 
dothelium. 73 

'•  B<»aker  "  cells,  45 

Beattie,  on  rheumatism.  301 

Beek,  on  diphtheria  bacilli,  273;  on  in- 
fluenza bacillus,  228 

Becker,  on  rhalxiomyoma.  811 

Beco,  on  bact(*ria  in  lung.  5(>5 

Beer,  on  accessory  adrenals,  4(i7;  on  falsc^ 
diverticula  of  intestine,  619;  on  glomer- 
ular cvsts.  717 

Behriny,  on  intestine  as  portal  of  entry  of 
tubercle  bacilH,  258 

Beitzke,  on  rt'lation  of  cervical  and  bron- 
chial lymph-n(Mles  in  tulK*rculous  infec- 
tion, 543,  601;  on  tuberculous  infection 
by  mouth,  258 

Benda,  on  miliary  tulxTCidosis.  272 

"Bt'nds,"  the,  10 

Bennecke,  on  ha^mangiomata  of  intestine, 
61^9 

Beri-l)eri,  300 

Berkeley,  on  mos(juit(X^s,  299 

Bernheim  ami  Grufwr,  on  mixed  infection, 

1  —  f 
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Berry,  on  api)endicitis,  639 
Berthen«>nf  on  heart  tumors.  508 
Lettmann,  on  fibrinous  bronchitis.  540 
B^zan^on  ami  Ixihbi-,  on  germicidal  action 

of  lymph-notles,  149 
Biedl  and  Kraus,  on  elimination  of  bac- 
teria, 149.  711 
Biggs,  on  dis.s(*cting  aneurisms  of  aorta, 

522 
BUatul,  on  cysts  of  placenta,  776 
Bile-ducts,  lesions  of  (see  Gall-ducts).  600 
Bilirubin,  .>.3 

Billings  and  Capjts,  on  leukaemia,  439 
Binder,  on  congenital  liver  cirrhosis,  681 
Birch'Hirschjeld,  on  entrance  of  bacteria 

thnnigh  intestine.  (VI5 
Birt  and  Lamb,  on  Malta  fever,  278 
Black  death.  278 
Black-leg.  281 

Bladder,  gall-,  lesions  of  (see  Gall-bbdder), 
690 
urinary.  730 

abs(*nce  of,  730 

bacteria  in.  735 

calculi  in.  738 

changes  in  position  and  size  of,  731 

circulatory  disturbances  of.  732 

cysts  of,  737 

dilatation  of,  731 

diverticula  of.  731 

examination,    post-mortem,    of, 
96(>.  <K>7,  974 

extroversion  of.  731 

foreign  boilies  in.  738 

hiemorrhage  of,  732 

hernia  of.  732 

hyi)enemia  of.  732 

hy|)erpliisia  of  epithelium  of,  734 

hyi)ertroj)hy  of.  732 

inflammation   of   (see   Cystitis), 
733 

malformations  of.  730 

mL»tho(.l  of  study  of  circulation  in, 
110 

))ara.sites  of,  738 

|H'rforation  of,  732 

pn»s<Tvation  of.  967 

regtMienition    of    mucous    mem- 
brane in.  ref..  735 

ruptuH'  of,  732 

tulxTcidosis  of,  736 

tumors  of,  736 

woands  of,  7C2 
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Blastomycetes,  144 
Blastomycetic  dermatitis,  144 
"Bleeders,"  21 
Blennorrhoea,  194 

Bhck  and  Hall,  on  dermoid  cyst  of  blad- 
der, 737 
Blocq    and    Marinesco,    on    Friedreich's 

ataxia,  911 
Blood,  422 
air  in,  434 

in  caisson  disease,  10 
alkalinity  of,  422 
ansemia,  pernicious,  436 

secondary,  436 
B.  tuberculosis  in,  569 
bacteria  in,  434 

in  acute  lobar  pneumonia,  558 

in  tuberculosis  of  lung,  582 
carbonic  oxide,  effects  of,  on,  398 
cells,  red,  agglutination  of,  178 

alterations  in.  423 

alterations  in  morphology  of,  425 

altitude  J  influence  of.  on,  ref.,  427 

defective  formation  of,  424 

degeneration,  granular,  of,  437 

destruction  of,  424 

diminution  of,  423 

forms  of,  425 

morphological  changes  in,  425 

nucleated,  425,  427 

numljer  of,  423 

pigment  of,  424 

poikilocytosis,  425,  437 

polychromatophilia.  437 

regeneration  of,  77 
cells,  white  (see  Leucocytes),  427 
changes  in  circulation  of,  14 

composition   and   stnicture     of, 
422 

in  cooling  of  body,  ref.,  565 
changes,  post-mortem,  935 

in  position  of,  934,  939 
chlorosis,  435 
coagulability  of,  422 
crises.  427,  437 
defective  hiematogenesis,  424 
degenerative  changes  in,  431 
diminution  of,  423 
examination,  in  malaria,  299 
methmis  of,  431 
extravasation  of,  14 
fat  in,  433 
foreign  bodies  in,  433 


Blood,  forming  organs,  lesions  of,  434 

frothing  of,  in  caisson  disease,  10 

general  diseases  of,  434 

Giemsa's  stain,  985 

hsematolysis  in,  424 

hsemoglobin,  423 

increase  of  water  in,  423 

iron  of,  424 

lack  of  water  in,  422 

laking  of,  169 

leucocytes  of,  427 

leucocytosis,  428 

leukemic,  458 

malarial  lesions  of,  293 

melana»mic,  431 

methods  of  examination  of,  431 

parasites  in,  434 

pigment,  5Ii,  431 
test  for,  ref.,  53 

platelets  in  thrombi,  23 

pneumococcus  in,  554 

regeneration  of,  77,  435 

relationship,  by  precipitin.  179 

serum  as  culture  medium,  140 
germicidal  powers  of,  168 

staining  of,  300,  431 

test  by  precipitin,  179 

water  of,  422 
Blofxigood,  on  cysts  of  bone,  850;   on  rela- 
tion of  blood  supply  in  bone  to  tubercu- 
lous lesions,  8,38 
Blood-vessels,  508 

aneurism  of,  518 

atroj)hy  of,  508 

degeneration  of,  48.  509,  889 

hypertrophy  of,  509 

hypoplasia  of,  508 

inflammation  of,  511,  525 

lesions  of,  in  brain  and  cord,  889 

regeneration  of,  75 

relations  of,  to  circulation,  14 

syphilitic  changes  in,  ref.,  267,  517 

tuberculosis  of.  517,  529 
Blumer,  on  bacteriology  of  lobular  pneu- 
monia, 564;    on  myoma  of  round  liga- 
ment,  763;    on  tuberculosis  of  aorta, 
517;  on  tuberculosis  of  stomach.  610 
Blumer  and  Laird,  on  ha»morrhagic  septi- 
cemia, 281 
Blunier  and  MacFaHane,  on  noma.  744 
Body,  cooling  of.  as  predisponent  fo  in- 
fection, ref.,  ,V)5 

safeguards  of,  against  infection.  148 
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Boils  (see  FunmcUO,  194 
Bone,  82() 

ab80<»s8  of,  81^')  « 

a)>Hor])tion  of.  8.'i.'i 

anipmia  of,  846 

atrophy  of.  820 

biblio^vpliy  of  lesions  of.  8.>() 

caries  of.  84 1 

cells  of.  82(i 

circulator^'  chanjff's  in.  S27 

cvsts  of.  8.')() 

decalcification  of,  84').  979 

enostoses.  847 

exo8tosi»s,  847 

fonnation.  new.  of.  KU,  847 
of.  in  muscle,  824 

f ract  un»s  of,  827 

g<»neral  consideratitins.  820 

lueinorrha^  of,  827 

healing  of  fractures  of.  827 

hyi)era»niia  of.  827 

hyi)en)st  osis.  847 

in  dura  mater  spinalis.  8(»9 

in  pia  mater,  808.  870 

inflammation    of    (set'  Osteitis,    and 
Periostitis),  828 

lesions  after  typhoid  fever,  238 

marrow  in  leukaemia  and  ansemia.  84t> 
malarial  lesion  of.  294 

necn>sis  of.  839 

new-lwrn.  (>xamination.  [Hwt-mortem, 
of,  972,  974 

oflteomalacia,  84'> 

osteophytes  of,  847 

phosphorus  necnwis  of.  840 

rachitic,  841 

rcfceneration  of,  70 

rickets,  841 

sclenwis  of,  8.35 

scHjuestrum  in,  840 

softening  of  (see  Osteomalacia).  845 

syphilis  of,  813,  8.'i8 

transplant  at  i<m  of.  78 

tulxTCulosis  of,  8;J2.  8;i7 

tumors  of,  847 

ulceration  of.  841 

wounds  of,  827 
Bardet,  ref.  to  hiemolyMisex|M»riments  of.  1 09 
Borrmarttt,  on  carcinoma  of  stomach.  017: 

on  metastasis  in  tumors.  32.") 
Borst,  on  epithelioma  of  :;tomach,  r)17:  on 
tumors.  390:  on  tumors  of  sacral  region, 
340 


Bostroem,    on    cholesteatoma,    357:      on 

tumors  of  pia  mater,  867 
Bothriocephalus  cordatus,  122 

cristatus,  122 

latus.  122,  436 
Bottomley,   on   operation   in   tuberculous 

peritonitis,  647 
Bouillon  for  cultivation  of  bacteria,.  140 
Boraini,  on  splenomegaly.  461:  on  tuber- 
culosis, 259:    on  tuberculous  bronchial 
IjTnph-nodes.  448 
Borainl  ami  XicoH,  on  weight  of  thymus, 
464:   on  weights  of  viscera  in  children, 
938 
Bradiejf,  on  cysts  of  thyroid,  466 
Brain,  874 

abscess  of,  912 

absence*  of,  875 

actinomycosis  of,  924 

aniemia  of.  881 

anatomical  considerations.  880 

anencephalia,  874 

aneurism.  miliar>',  of,  522,  883 

ajwplectic  foci  in,  882 

apoplexy.  883 
scTous.  882 

atrophy  of.  878 

blootl-vessi»ls,  lesions  of.  889 

cephalocele.  875 

circulatorj'  changes  in.  880 

convolutions.  941 

cyclopia.  874 

cysts  of.  927 

degeneration,  neurone,  in.  894 

degimeration  of,  887.  889 

degeneration,  secondary,  of.  885.  901 

dissection,  methods  of.  941.  944 

embolism  of,  887 

encephalocele,  875 

examination,  post-mortem,  of,  941 

fissures,  941 

fixative  and  hardening  methods,  946 

haemorrhage  in,  882 

hernia,  875 

holes  in,  927 

hydrencephalocele,  875 

hydnx^phalus,  874 

hydromeningocele,  875 

hyj)era^mia  of,  880 

hy|H»rtrophy  of,  878 

inflanunation   of   is^'e   Kncephalitis), 
912 

iniuries  of,  877 
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Brain,  lesions  in  general  paresis  of  insane, 
920 

lobes  of,  941 

malarial  lesions  of,  294 

malformations  of,  874 

mantle,  demonstration  of,  945 

method  of  opening,  942,  944 

Meynert's  method  of  opening,  944 

microcephalia,  875 

morphology  of,  889 

new-born,  972 

weight  of,  973 

CBdema  of,  881 

parasites  in,  927 

pigmentation  of,  879 

porencephalus,  927 

preservation  of,  946 

removal  of,  post-mortem,  941 
in  hydrocephalus,  972 

sand,  3.36,  857,  859,  867,  874 

sclerosis  of,  919 

softening  of,  887,  912 

structure  of,  889 

syphilis  of,  866,  923 

thrombosis  of,  887 

tuberculosis  of.  865,  922 

tumors  of,  924 

vascular  changes  in,  880 

ventricles,  nature  and  lesions  of,  871 
tumors  of,  874 

vessel  walls,  lesions  of,  889 

weight  of,  941 
Branchial  clefts,  carcinoma  of,  ref.,  602 

fistulie  and  cysts,  598 
Braunwarth,  on  cystic  kidneys,  724 
Breasts  (see  Mamma),  792 
Breus,  on  cystic  myomata,  763 
Brewer,  on  inversion  of  appendix,  639;  on 

unilateral  infection  of  kidney,  150 
Brieger  and  Ehrlich,  on  degenerations  in 

spinal  cord,  896 
Brigidi  and  Piccoli,  on  Hodgkin's  disease, 

441 
Brill  and  Lihman,  on  calcification  of  liver, 

672 
Brill,  Mamllehaum,  and  Lihman,  on  spleno- 
megaly, 401 
Brinckerhoff  and  Tyzzer,  on  experimental 

variola,  291 
Bronclii,  537 

calcification  of,  543 

casts  of,  540 

dilatations  of,  540 


Bronchi,   examination,   post-mortem,    of, 
957 

haemorrhage  of,  537 

inflammation  of  (see  Bronchitis).  537 

"  lung  stones"  in.  543 

lymph-nodes,  lesions  of,  543 

ossification  of,  543 

polypoid  masses  in,  543 

preservation  of,  958 

'Hrabeculation"  of,  539 

tuberculosis  of,  541 

tumors  of,  542 
Bronchial  lymph-nodes,  lesions  of,  543 
Bronchiectasia,  540 
Bronchiolitis  exudativa,  540 
Bronchitis,  acute  catarrhal,  5,37 

bacteria  in,  ihiH 

capillary,  539,  560 

chronic  catarrhal,  539 

croupous,  539 

fibrinous,  540 

pseudomembranous,  539 

syphiUtic,  540 

tuberculous,  541 
Broncho-pneumonia,  559 

excitants  of,  563,  564 

"persistent,"  562 

tuberculous,  574 
Bronze  skin,  54 
Brooke,  on  acromegaly,  410 
Brosch,  on  oesophageal  diverticula,  603; 

on  trauma  and  tumors,  328 
Brouardel,  on  sudden  death,  418 
Brown  and  Thiry,  on  diphtheritic   septi- 
caemia, 272 
Brunn,  on  peritonitis,  647 
Bruns  and   Kayser,   on   agglutination   in 

colon-typhoid  group,  241 
Buboes,  2()4 
Bubonic  plague,  278 
Buchbinder,     on     entrance     of     bacteria 

through  intestine,  645 
Buchner,  alexin  of,  168 
Buday,  on  adenoma  of  mamma.  800 
Buerger,  on  pneumococcus,  214;   on  strep- 
tococcus necrosis.  216 
Bunting,  on  haemolysis,  172 
Burnham,  on  actinomycosis  of  appendix, 

642 
Burning,  lesions  in  death  from,  9 
Bums,  9 

as  auto-intoxications,  9 

death  from,  9 


stniinipriva.  401) 

CailBvcric  clmngOB  in  BtuTiiaph,  <{0H 

Carboli<^aciil  poiaoninx.  3517 

Imdity,  934 

CarbuiicU-,  19,'>,  2T2 

('niHiJonili«-ai«>,  10 

diarai^ters  of,  378 

ii:iflcniii)[  o(  brain  in.  KKI 

nilloitl.  380 

CiilpurcouB  infill  ration.  .W 

cylinarical-ccllcd.  38J.  388 
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tloKcncnition  in,  ;i88 
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Ill-art,  4K7 

filing.  38M 
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ft>mis  of.  tiH-2 

liver.  (172 
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(riant-oclW.  387 

muwip  fibn-H  of  lu'art.  41B 

nifilullary,  imi 
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ntplano-.  390 

{lUn-nla,  77-'t 

niollc.  389 
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nciiru-.  ;186 
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of  aiircnalN.  4011 

Calriiim  carlH>natf  in  ([all-slonoi.  «95 

apiM-nilix.  A4I 

Calnili,  '>-J.  7.18 

iirti^rica,  523 

hilinry.  I»)4 

l)la,IJor,  urinary,  737 

ot  apppnilix.  G;i7 

l)onc.  8.W 

hilc^tliirtn.  IHI4 

brain.  <l2o 

blaikkr.  urinary.  7.18 

bronchi,  .142 

ililPtM  of  wilivnry  jtlands,  fi.il 

dura  niatpr  dpinalis.  8B9 

Kiill-blail.lir  ami  -ailclH,  f>ll4 

..jx-ndytna.  874 

inlixtinc.  (i4-.' 

I'sllopian  tubes.  791 

kiilni-ys.  720 

gall-bla<ttler  anil  -ducts, 

lUiiipnatii-ilurtB.  ».->» 

t«-Eirl.  .i08 
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Caranoma  of  muscles,  825 

nerves,  927 

oesophagus,  G05 

ovaries,  780 

pancreas,  Go7 

parotid,  652 

penis,  805 

pericardium,  474 

peritoneum,  G50 

pharynx,  602 

pleura,  593 

prostate,  815 

salivary  glands,  652 

scrotum,  805 

seminal  vesicles,  813 

spleen,  462 

stomach,  614 

testicles,  811 

thyroid,  466 

tongue,  597 

ureter,  ref.,  737 

urethra,  742 

-uterus,  765 

vagina,  747 

veins,  526 

vulva,  745 
scirrhous.  388 
simplex,  388 
telangiectoides,  389 
Caries  of  bone,  841 
Carlyle,  on  relapsing  fever,  277 
Carotid  gland,  469 
Carrel  and  Guthrie,  on  transplantation  of 

organs  and  vessels,  78 
CarroUf  on  yellow  fever,  287 
Carter,  on  elimination  of  pigment  by  kid"- 
ney,  705;   on  mosquito  in  yellow  fever, 
288 
Cartilage  in  pia  mater  spinalis,  870 
loose,  in  joints,  854 
regeneration  of,  76 
Cary  and  Lyon,  on  pneumococcus  inflam- 
mation, 214 
Caryochromes,  890 
Caseation,  59 
Castaigne  and  Rathery,  on  experimental 

nephritis,  719 
Casts  of  kidney.  099 
Catarrh,  purulent.  194 
Cai'e,  on  pneumococcic  arthritis.  851 
Cell-re»eneration.  general  characters  of,  68 
Celloidin  as  ernVKnlding  medium,  980 
Cells,  basophile,  428 


Cells,  "beaker,"  45 

chemistry  of,  as  related  to  Ehrlich's 
hypothesis,  164 

chorionic,  771 

diWsion  of,  64 
amitotic,  67 
direct,  67 
indirect,  65 
mitotic,  65 

endothelial,  changes  in,  in  peritonitis. 
644 

easinophile,  428,  430 

giant.  101 

mast,  347 

ner\'e,  Xissl  method  of  staining,  930 

neiitrophile,  428,  430 

plasma,  73 

"prickle,"  3^3 

pus,  196 

red  blood,  423 

regeneration  of,  68 

regeneration  of,  impulse  to,  78 

reversion  of,  in  pneumonia,  566 

"spider,"  366 

wliite  blood,  427 
Cellular  toxins,  150 
Centrosome,  65 
Cephalhsematoma,  972 
Cephalocele,  875 
Cercomonas  intestinalis,  115 
Cerebellar  ataxia,  912 
Cerebellum,  atrophy  of,  912 

tubercles,  solitary,  of,  830 
Cerebro-spinal  meningitis,  218 
CerenviUe,  on  intestinal  bacteria,  632 
Cestoda.  119 
Chalicosis.  567 
Chalk-stones,  408 
Chancre,  264 

soft,  222 
Chancroid,  222 

Chaniem^sse  and  Podwyssotsky,  ref..   Pa- 
thology, 13.  33 
Chapin,  on  atypical  typhoid,  238 
Chapman,  on  kidney  lesions  in  scarlatina, 

292 
Charlwn.  222 

Churbon  sym}Aomatiqu€,  281 
Charcot-Leyden  crystals.  440,  540.  846 
Cheesman  and  Meltzer,  on  local  predisposi- 
tion in  infection.  150 
Cheesy  ilegeneration,  59 
Cheloid,  345 
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Chcmotaxis,  84 

Chiari,  on  uuto-digcstion  and  fibrosis  of 
pancreas.    653;     on    inflammation    of 
hepatic  vein,  605;  on  sypliilitic  aortitis. 
517 
Chibret,  on  adamantinoma.  390 
Chittenden  and  AUtro,  on  skin  pigment,  ^ 
Cliioral-hydrate  poisoning,  398 
Cliloroforni  |X)isoning,  398 
C  hloronia.  356,  440 
Chlorosis,  435 
Oiohmgitis,  690 
C'liolecystitis,  691 
Cholelitliiasis.  694 

in  disease  of  pancreas.  656 
Cholera  asiatica  (see  Asiatic  cholera),  241 
Cholesteatoma,  357.  H67 
Cholesterin  cr>'stals  in  atheroma,  513 

in  gall-stones.  695 
Chondroma.  362 
of  bone,  848 

bronchi.  542 

choroid  plexus.  874 

dura  mater  cerebralis,  858 

spinalis,  869 
ependyma,  874 
heart.  508 
larynx,  536 
li|)s.  596 
liver,  688 
lung,  585 
lymph-nodes,  451 
mamma.  798 
mouth,  596 
muscle,  824 
ovaries.  779 
parotid,  6^51 

pia  mater  cerebralis,  867 
salivary  glands.  651 
testicles,  810 
veins.  526 
ChordiP  tcndineff*.  abnormal,  477 
Chordoma.  364 
Chorinnepit  helioma.  770 

hydatid  moles.  Mat  ion  to.  772.  774 
of  pregnancy.  770 
of  testicle.  772.  812 
with  teratoma,  772 
Chorionic  villi.  770 
Choroid  plexus,  brain  siind  in.  S74 
cysts  of.  874 

lesions  of  isee  Kpendyma).  871 
tumors  of.  S74 


Christian  J  on  pneumonic  exudates,  557 

Chromatic  figure  in  mitosis.  66 

Chromatolysis.  892.  895.  897 

Chromogenic  bacteria,  134 

Chromophilic  bodies,  890 

Cliromosomes.  65 

Chyle  vessels,  dilatation  of,  527 

Chylous  ascit<.*s,  528,  643 

Cicatricial  tissue,  92 

Cicatrix,  92 

Circle  of  Willis.  880 

Circulation,  collateral,  17 

in  li\-ing  animal,  study  of,  110 

of  blood,  changes  in.  14 
Circulatory  system.  470 
Cirrhosis,  ililatation  of  oesophageal  veins 
in,  602 

of  liver  i^see  Liver,  cirrhosis  of),  675 
Cladothrix,  130 
Clairmont,  on  action  of  saliva  on  bacteria, 

149 
Clarke,  on  protozoa,  113 
Clitoris,  malfonuations  of.  743 
Cloacir,  619 

Clostridium  forms  in  bacteria.  129 
Clots,  heart,  954 

Cloudy  swelling  (see  Degeneration,  albu- 
minous), 39 
Club-ftx)t,  30i) 
Club-hand,  309 
Coagulation  necrosis,  58 
Coats,  on  tumor  of  pineal  gland.  928 
Cobbett  and  Mdsome,  on  granulation  tissue 

in  infection,  150 
Cocci.  128 
Coccidia.  116 

oviforme,  116,  690 
Coccus,  "golden,"  201 
Cohn,  on  corpjus  luteum.  779 
Cohnheim's  hypothesis  of  tumor  origin, 

329 
Colchicum  poisoning.  3fK) 
Cold,  H'lation  of,  to  disease,  8 
Cole,   on   rheumatism,   301;    on  typhoid 

meningitis.  238 
CoHtis.  62r) 

anuebic.  627 

bacteria  in.  (>28.  629 

catarrhal,  acute.  620 

chronic.  <>;{:< 

croujxnis.  (V:{i 

diphtheritic.  (5.31 

excitants  of.  627.  628 
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Colitis,  infectious,  acute,  G26,  628 

membranous,  633 

mucous,  633 

necrotic,  632 

nodular,  631 

pseudo-membranous,  631 
Collateral  circulation,  17 
Colli ?i8,  on  pneumococcus,  214 
Collodium  sacs,  ref.,  301 
Colloid  carcinoma,  389 

degeneration,  47 

nature  of,  ref.,  465 
Colocynth  poisoning,  396 
Colon  bacillus,  209 

bacteria  in,  632 

dilatation  of,  622 

displacements  of,  618 

"group"  of  bacilli,  210 

inflammation  of  (see  Colitis),  626 

nodular  hyperplasia  of,  630 

tumors  of,  639 

ulcers  of,  627,  632,  633 
Combined  system  degeneration,  911 
Commensals,  bacteria  as,  136 
Complement,  175 
Concretions  in  appendix.  631 

ducts  of  salivary  glands,  651 
intestine,  642 
pancreatic  ducta,  658 
prostate,  816 
seminal  vesicles,  813 
Concurrent  infection,  155 
Condyloma,  265 

of  ix?nis,  804 
vulva,  744 
Conef  on  chronic  gastritis,  609;   on  tuber- 
culous oesophagitis,  604 
Conjorti,  on  tumors  of  omentum,  649 
Congenital  infection,  155 
Congestion  (see  Hypersemia),  15 

hypostatic,  18 

post-mortem,  939 

venous,  16 
Conium  poisoning.  399 
Connective  tissue,  regeneration  of,  73 
Connell,  on  fat  embolism,  33 
Constitutio  lymphatica,  411 
Contagiuni.  157 
Contrecoup,  injury  by,  877 
Contusions,  post-mortem,  937 
Cooling,    effects    of,    in    infection,    ref., 
565 

of  body,  post-mortem,  936 


Coplin,  on  branchial  cysts  and  fistuke, 
598;  on  cedema  of  lungs,  546;  on  tu- 
mors of  oesophagus,  605 

Copper  poisoning.  396 

Cornii  ami  Car  not,  on  regeneration  of 
mucous  membrane,  71 

Corning,  on  cysts  and  diverticula  of  ap- 
pendix, 637;  on  diverticula  of  appendix, 
619 

Coronary  arteries  (see  Arteries) 

Corpora  aliena  articulorum,  854 
amylacea,  50 
in  brain,  888 

ependyma,  874 
prostate,  816 
cavernosa,  inflammation  of,  804 

Corpus  luteum,  cysts  of,  786 
nature  of,  ref.,  779 

Corpuscles,  compoimd  granular  (see 
Gluge's  corpuscles),  887 

Corrosive  sublimate,  as  fixative,  978 
poisoning,  395 

Councilman,  on  acute  interstitial  nephritis, 
709;  on  artcrio-sclerosis,  517;  on  cere- 
bro-spinal  meningitis,  219;  on  excitants 
of  small-pox,  291 ;  on  gonorrhoeal  myo- 
carditis, 490;  on  lung  lobule,  553;  on 
sudden  death  due  to  heart,  480 

Councilman  and  Lafleur,  on  amoebic 
dysentery,  114 

CouncHnmn,  Mallory,  and  Pearce,  on  diph- 
theria, 272 

CouncUman,  Mallory,  and  Wright,  on  cere- 
bro-spinal  meningitis,  220 

Coupland  and  Pasteur,  on  diffuse  tumors 
of  spinal  cord,  926 

Courmoni  ami  Duffau,  on  spleen  in  infec- 
tion, ir>0,  457 

Cowie,  on  differentiation  of  smegma  and 
tubercle  bacilli,  260 

Cowper's  glands,  cysts  of,  817 
inflammation  of.  817 

Coyne  and  Cavalic,  on  exjx?rimental  neph- 
ritis, 719 

Coyon,  on  bacteria  of  stomach,  610 

Cramer,  on  sunstroke,  409:  on  transplan- 
tation of  ovaries,  78 

Craniopagus,  313 

Craniorrhachischisis,  307 

Cranicxschisis,  307 

Craniotabes,  844 

Cranium,  examination,  post-mortem,  of 
base  of,  946 
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Cranium,  methcKl  of  opening,  039,  972 
Craw,  on  agglutination  of  typhoid  bacilli, 

240 
Crenothrix,  130 
Cretinism,  404 
Croton-oil  |>oisoning,  390 
Crowder,  on   t  uIhtcuIous    lympliadenitis, 

449 
Crj'ptorchismus,  SOCy 
Crystals,  Charcot- I^ytlen,  440,  540,  840 
Culex  in  malaria  of  birds,  297 
Cullen,  on  adenomatous  myoma  of  uterus, 
76l{;    on   BartlioUn's  glands,   745;    on 
calcification  of  muscle  filxrs  in  heart, 
493;    on  carcinoma  of  uterus,  76»5;    on 
cysts  of  vagina,  747;   on  liydrosalpinx, 
789;    on  mctluKi  of  making  frozen  sec- 
tions, 970;    on  myoma  of  round  liga- 
ment, 7(53;   on  ix'ritonitis,  045;   on  sar- 
comatous  changes   in   myomata,    70Ii; 
on  tul)erculous  endometritis,  750 
Cultivation  of  bacteria,  139 
Culture  nuHlia.  140 
Cunningham,  on  death   from  electricity, 

10;  on  rt»moval  of  thjToid,  403 
Curschmann.  on  exudative  bronchitis,  540; 
on  typhoid   bacilli   in  urine,   735;    on 
typhoid  cystitis,  239 
Curschmann's  spirals,  540 
Cushing,  on  gall-bladder  infections,  092; 
on  gall-stones  and  micro-organisms,  695; 
on  gonococcus  |)eritoniti8,  (Vt5 
Cuticula  of  echinococcus  cyst,  120 
Cyanosis,  18 
Cyclopia,  308,  874 
Cylindroma,  359 
Cystadeuv^ma  adamant inimi,  390 
of  mamma,  800 
ovaries,  781 
Cy8tic«»rcus  cellulosa^,  119 
in  brain.  927 

e|KMidyma,  874 
heart.  508 
kidney,  730 
muscle,  825 
jK^ritoneum.  (\iV) 
pia  mater,  8I>8,  870 
sple<»n,  4()2 
ta'niic  mediocanellatte,  120 
Cystitis,  acute  catarrhal,  733 
chronic,  733 
croupous.  735 
diphtheritic.  735 


Cystitis,  emphysematous,  735 
en  plaque,  735 
excitants  of,  735 
exudative,  733 
hyperplastic,  734 
necrotic,  734 
nodular,  734 
suppurative,  734 
tuberculous,  736 
typhoid,  735 
with  pyelo-nephritis,  721 
Cystocele  of  vagina,  732,  744 
(\sts,  341 

atheromatous.  513 
branchial,  590.  598 
ciliated,  rc.»f..  343 

of  pleura,  593 
classification  of.  341 
compound,  of  ovaries,  780 
congenital.  342 
dermoid,  342 

of  bladder,  urinary,  737 
bone,  850 
embryonal  branchial  clefts, 

596 
e|>endyma,  874 
lung,  587 
mouth,  590 
nose,  532 
ovaries,  780 
penis,  805 
peritoneum,  6-50 
scrotum,  805 
spleen,  462 
thymus.  462 
thyroid,  466 
echinococcus,  120 
follicular,  of  ovaries,  786 
foreign  body,  342 
method  of  preparation  of,  987 
of  appendix,  637 

Bartholin's  glands,  745 
bladder,  urinary,  737 
bone,  850 
brain,  927 
choriiid  plexus,  874 
Co\v|)er'8  glands,  817 
e|>endyma.  874 
Fallopian  tulles,  791 
(Iraafian  foUicles,  786 
intestine,  641 
kidney.  723 
larynx,  536 
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Cysts  of  liver,  686,  688 

lung,  587 

mamma,  802 

!namma,  male,  817 

mediastinum,  587 

mesentery,  650 

mouth,  596 

neck,  598 

o&sophagns,  605 

omentum,  650 

ovaries,  780,  785,  786 

pancreas,  657 

parovarium,  787 

penis,  805 

pericardium,  474 

peritoneum,  650 

pliarynx,  598 

pia  mater  cerebralis,  868 

placenta,  776 

pleura,  593 

prostate,  815 

salivary  glands,  651 

seminal  vesicles,  813 

spinal  cord,  926 

spleen,  462 

stomach,  617 

testicles,  807,  812 

thyroid,  466 

tongue,  597 

urethra,  742 

uterus,  772 

vagina,  747 

vulva,  745 
retention,  of  larynx,  536 
retro-ovarian,  791 
retro|x?ritoneal,  650 
sebaceous,  of  penis,  805 

of  scrotum.  805 
transudation,  341 
Cytase,  177 
Cytolysins,  172 
Cytolysis,  169 

action  of  phagocytes  in,  176 
application  of  Khrlich's  hypothesis  to, 

174 
in  liver,  666 
Cytolytic  substances,  l(i9 
Cytoryctes  vaccinae,  296 

variola?,  116 
Cytotoxins,  172 

Dagonet,     on    tumors    of    dura     mater, 
858 


Dahtw,  on  differentiation  of  smegma  and 

tubercle  bacilU,  260 
DavenfXfrt,  on  chemotaxis,  85 
Davtfi,  on  adrenals,  468;   on  diabetic  gan- 
grene, 406;    on  excitant  of  chancroid, 
222;    on  excitant  of  whooping-cough, 
300;  on  influenza  bacillus.  228 
Dayton,  on  ha»molymph  nodes,  451 
De  Witt,  on  islantls  of  Langerhans,  655; 
on  membranous  endometritis,  754;    on 
myositis  ossificans.  824 
Dead  tissues,  disposal  of,  in  boiiy,  102 
Death,  black.  278 

causes  of,  determination  of,  933 
from  asphyxia.  414 
burning.  9 
drowning.  414 
electricity,  9 
hanging.  415 
strangulation.  415 
suffocation,  414 
sudden,  418 

and  |>ersistent  thymus,  418,  ref., 

463 
due  to  heart,  480 
in  pancreatic  luemorrhage,  65(i 
lesions  leading  to.  418,  933 
time  of.  as  detennined  by  post-mor- 
tem examination.  936 
violent.  414 
Decalcification,  979 
Decidua  in  endometrium,  774 
Deciduoma  malignum.  770 
Decomposition,  post-mortem,  935 
Defensive  pn)teids.  160 
Degeneration.  39 

acute  (see  Degeneration,  albuminous), 

39 
albuminous.  39 
of  heart .  -1.S5 

ki.lney.  39.  701 
liver,  40.  Wi7 
muscle.  821 
jwrncreas.  65.3 
stomach.  607 
amyloivl,  48 

of  adrenals,  467 
arteries.  510 
heart,  487 
intestine.  622 
kidney.  703 
liver,  670 
lymph-noiles,  443 
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Degeneration,  amyloid,  of  muscle,  822 
pancreas.  6,)4 
plaamta,  773 
8plet»n.  AoS 
stomach.  607 
tliyroiii,  464 
\iterus,  7.>3 
testa  for,  *MM),  901 
ascending,  in  nervous  system.  903 
chcH'sy,  59 
colloid,  47 

of  thyroid,  464 
combined  system,  911 
descending,  in  nervous  system,  901 
fatty,  40,  41 

demonstration  of,  41,  43 
from  pliosphonis,  394 
of  arteries.  .')()9 

capillaries,  527 

coronarj'  arteries,  489 

endocardium,  487 

heart,  4S6 

joints,  850 

kiilney,  702 

liver,  070 

muscle,  821 

pancrt^as,  6,>4 

pia  mater,  863 

placenta,  773 

pneumonic    exudates,    ref., 

557 
prostate,  813 
stomach,  607 
utenis,  753 
veins,  525 
glycogen,  44 

demonstration  of,  44 
of  kidney,  703 
livsr,  672 
granular,  39 
hyaline,  48 

of  arteries,  510,  889 
capillaries,  527 
heart,  487 

islands  of  I^ng(*rhans,  (>54 
lymph-iKMles,  443 
m\iwle.  821 
prostate.  813 
thyroid.  464 
hydropic,  44 
lardaceous   usee   liegenenition,  amy- 

h)id),  4S 
mucous,  45 


Degeneration,  neurone,  894 

of  dendrites,  895 

ganglion  cells,  ref.,  913,  914 
neurone  systems,  899 
nerves,  918 
nervous  sj-stem,  894 

parenchymatous   (see    Degeneration, 
albuminous),  39 
of  heart,  40,  485 
kidney,  39,  701 
liver,  40,  667 

secondary,  of  brain,  885 

nervous  system,  901 

waxy  (see  Degeneration,  amyloid),  48 
Mafield,  on  coUtis,  626 
Delatield's  ho^matoxylin  stain,  983 
Deiamare,  on  syphilitic  nephritis.  721 
Deiamare  and  Lect-ne,  on  giant  cells  in  car- 
cinoma. 387 
Dendrites,  891 

degenerations  in,  895 
Dermatitis,  blast omycetic,  144 
Dermoid  cysts  (see  Cysts,  dermoid) 

tumors  (see  Cysts,  dermoid) 
Dermoids,  316 
Diabetes,  "bronzed,"  54,  407 

mellitus,  406 

phloridzin,  ref.,  407 

relation  of,  to  internal  secretion,  407 

sudden  deaths  in,  418 
Diapeilesis,  85 

haemorrhage  by,  19 
Diaphragm,  changes  in  position  of,  643 

eventration  of,  643 

position  of,  951,  973 

post-mortem  examination  of,  951 
Diastematomyelia.  875 
Diaster  in  mitosis,  66 
Dicephalus,  314 

Dieudonn^y  on  plague  bacillus,  278 
Digt»stive  system,  594 
Digitalis  poisoning,  399 
Diphtheria,  271 

antitoxin.  162,  274 

bacillus,  273 

bacillus,  pseudo-,  274 

bacteriology  of,  272 

comm\inicability  of,  274 

concurn'ut  infection  in,  273 

diagnosis  of,  274 

ex|xTimental.  273 

lesions  of,  271 

of  pharynx,  599 
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Diphtheria,  pseiulo-,  207 

toxin,  274 
Diphtheroid  angina,  207 
Diplobacilli,  130 
Diplococci,  130 

Diploeoceus    intracelhilaris    nieningitidis, 
218 
lanceolatus,  213,  554 
pneunionisp,  213,  554 
Diplomyelia.  875 
Diprosopus,  314 
Dipygi,  313 
Disease,  causes  of,  5,  7 
comlitions  of,  7,  8,  11 
external,  8 
internal,  11 
contagious,  157 
general,  403 
infectious,  157,  192 

communicability  of,  156 
communicable,  157 
epidemic,  158 
nature  of,  154 
non-communicable,  157 
pandemic,  1.58 
micro-organisms  as  incitants  of,  148 
nature  of,  3 
woolsorter's,  224 
Distoma,  118 

ha?matobium,  110,  689 

in  bladder,  urinary,  738 
veins,  527 
hepaticum,  1 18,  689 

in  veins,  527 
lanceolatum,  218,  689 
sinense,  118,  689 
Diverticula,  Meckel's,  618 

of  ap|)endix,  ref.,  619,  6.37 
bladder,  urinary,  731 
intestine,  ac<{uired,  619 
congenital,  618 
false,  619 
crsophagus.  613 
pharynx,  .V.W 
Djewf'tski/,   on    tumors    of   heart    valves, 

.•)08 
Dmochoirsk'i   ami   Janmvski,    on   cvsts   of 

liver,  686:    on  typlmid  bacillus,  239 
Dohroimlski,  on  lymph-no<lules  of  larynx, 

oesophagus,  etc.,  600 
DcH'hmius  ducxienalis,  124 
Dock,  on  chloroma,  356;    on  sarcoma  of 
stomach,  614;   on  trichomonas,  115 


Donath  and  Landstelner,  on  ha^moglobin- 

uria,  424 
Dometj  on  invisible  microbes,  302 
J)oty,  on  quarantine  in  yellow  fever,  288 
7>;m»/,  on  tuberculous  lymph-nodes,  448; 

on  cysts  of  mesentery,  650 
Dropsy,  21 

of  pericardium,  470 
Drowning,  death  by,  415 
Drysdale's  corpuscles,  785 
Ducrey's  bacillus,  222 
Ductus  art<?riosus  in  stenosis  of  aorta,  522 
malformations  of,  475 
choledochus,  malformations  of,  475 
Dunbar,  on  typhoid  bacillus,  238 
wn  Dungern,  on  antibodies,  191 
Duodenum,  examination,  {wst-mortem,  of, 
963 
idcers  of,  626 
Dura  mater  cerebralis,  855 
bone  in,  858 
hiemorrhage  of,  8.35 
inflammation  of  (see  Pachy- 
meningitis), 8.>6 
psammoma  of,  8.39 
structure  of,  855 
syphilis  of,  858 
thrombosis  of,  8.3.3 
tuberculosis  of,  8^38 
tumors  of,  8,38 
endothelioma  of,  3.38 
examination,    post-mortem,    of, 

940 
metho<ls  of  hardening,  946 
spinalis,  868 

bone  in,  869 
haemorrhage  of,  869 
inflammation  of  (see  Pachy- 
meningitis), 869 
parasites  of,  869 
stnicturc  of.  868 
tul)erculosis  of,  869 
tumors  of,  869 
Dfirck,  on  bacteria  in  lungs,  especially  of 

children,  565 
Durham,  on  yellow  fever,  287 
Dust  and  tulxTCulosis,  2.38 

inhalation  of,  .3<)6 
Duval     ami    /^t/'<>,     on    pneumococcus, 

214 
Dysentery  (we  Colitis),  ()26 

bacillus,  628 
Dj'smenorrhwa,  membranous,  754 
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Ear.  internal,  examination,  post-mortem, 
of.  946 
middle,  relation  of  inflammation  of, 
to  meningitis,  804 
Elter,  on  animal  tuberciiloHis,  237 
Kechondn)8c»s.  364 
I'>ehymo.ses,  20,  546,  088,  937 

|:ost-mortem.  937 
Echiiiocoecii8.  120 
evsts.  120 
exojfena,  120 
in  bliulder.  urinary.  738 
brain.  927 

dura  mater  Hpinalis.  869 
ejKMidynia.  874 
heart.  508 
kidney.  730 
liver,  t>S9 
muMcle,  825 
I)eritone\im,  G50 
pleura,  593 
pHMJtate,  816 
spletMi.  462 
testicle.  813 
thymid.  4m 
uterus,  772 
veins,  526 
multiloeularis,  121,  fi89 
seoleeipariens,  120 
Evkersihtrfj,  on  primary  sarcoma  of  lung. 

.'V85 
Kclampsia.  liver  in.  fU>8 

lUTve  c<»ll8  from  caai»  of.  892 
Ectopia  con  lis.  3(M) 
EczcMna  of  nipple,  793 
Eden,  on  changt^s  in  placenta,  773 
Edaalt  and  Ghriskey,  on  communicability 
of  infectious  agent  in  acute  lobar  pneu- 
monia, 557 
Egg-aU)umen  fixative.  976.  982 
Ehrlich,   si<k»-chain    hyjwthesis    of,    163; 

on  imumnity,  191 
Ehrlich  and  Afxflant,  on  transplantati(m  (»f 

tumors,  336 
Elateriiun  poisoning,  396 
Ellu\  on  calcification  of  kidney,  703 
l*'lectric  curn'iits,  injuries  from,  9 
Electricity,  action  of,  on  bacteria,  133 

(loath  from,  9 
lOlephantiasis,  527 
of  p<'nis.  805 

scrotum,  805 
vulva,  744 


Elser,  on  I>tpl(X»occu8  intracellalans  men- 
ingitidis. 220 
Elting.  on  gonococcus.  216,  218 
Embedding,  979 
Emboli,  air.  33 

in  blood,  434 
fat,  29.  33.  4:« 
infective,  in  inflanmiation,  87 
liver-cell,  28 
parenchyma-cell,  28 
placental-cell.  28 
sources  of.  30 
tumor-cell,  33 
En-:lx)lism,  27 
effects  of,  28 
in  arteries,  523 
brain,  887 

coronaky  arteries.  41K) 
kidney.  V)98 
liver,  m^ 

mesenteric  ve8.<»els,  622 
muscle,  823 
portal  vein,  6<>2 
spinal  cord.  887 
spleen,  456 
of  chorionic  c<»lls.  n'f..  771 
paradoxical.  31 
rt»trograde.  31 
Embolus.  28 

Embrj'o,  age  of,  to  determine,  971 
Emermn,  on  pneumothorax,  588 
Emigration  of  leucocytes.  83 
Emphysema  from  gsis  bacillus,  550 
of  lungs,  548 

interstitial.  550 
vesicular.  548 
Empyema,  194,  589 

excitants  of,  590 
Encephalitis,  acute,  912 

acute  disseminated,  913 

parenchymatous,  ref.,  913 
chronic,  919 
hiemorrhagic.  913 
in  new-born,  920 
suppurative.  913 
Encc»plialocele.  875 
Enchondroma  (see  Chondroma) 
Endarteritis.  51 1 

obUterating,  512 

of  coronary  arteries,  489 
Emlocanlitis,  494 
acute,  495 

bacteria  in.  498 
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Endocarditis,  chronic,  400 

ulcerative,  500 
gonorrhoeai,  ref.,  497 
infective,  ref.,  407 
malignant,  496 

bacteria  in,  496 
mycotic,  496 
stenosis  of  valves  in,  500 
thrombi  in,  498 
tuberculous,  500 
ulcerative,  496 

chronic,  500 

malignant,  496 
vegetations  in,  496,  498,  499 
verrucous,  496 
Endocardi'im,  lesions  of,  482,  487,  494 
Endometritis,  754 

acute  catarrhal,  754 
chronic,  754 
croupous.  750 
diphtheritic.  756 
exfoliative,  7;>4 
membranous,  754 
puerperal,  758 
tuberculous,  756 
syphiHtic,  757 
Endometrium,  hyf)erplasia,  glandular,  of, 

755 
Endophlebitis  (see  Phlebitis) 
EndotheUoma,  356 
of  adrenals,  468 

ap|x?nJix,  641 

bone,  850 

brain,  925 

dura  mater  cerebralis,  858 
spinalis,  869 

kidney,  726 

1  mg.  585 

lymph-nodes,  451 

lymph-vessels,  529 

nerves.  927 

ovaries,  780 

parotid,  651 

pericardium,  474 

|x?ritoneum,  649 

pia  mater  cerebralis.  867 
spinalis,  870,  926 

pleura.  592 

salivary  glands,  651 

spinal  cord,  925 

tliymis.  402 

thvroid,  466 

uterus,  764 

64 


Knilothelioma  of  vagina.  747 
Endothelium,  chanijjes  in,  favoring  throm- 
bosis, 2.3 

changes  in,  in  syphilis,  264 

formation  of  connective  tissue  from, 
74 

hyperplasia  of,  in  typhoid  fever,  234 

phagocytic  power  of,  in  liver,  ref.,  672 

relation  of,  to  mesothelium,  ref.,  90 

secretory  powers  of,  22 

selective  filtration  by,  85 
Endotoxin,  151 

of  cholera  spirillum,  244 
Energy,  cell,  3 

transformations    of,    in    living    pro- 
cesses, 35 
Engelken,  on  atlenoma  of  kidneys  in  chil- 
dren, 727 
Enostoses,  847 
Entamoeba  hystolytica,  1 13 
Enteritis,  623 

catarrhal,  acute,  623 
chronic,  623 

croupous,  623 

diphtheritic,  623 

exudative,  624 

follicular,  623 

membranous,  ref.,  6,33 

nodular,  623 

phlegmonous,  ref.,  624 

pseudo-membranous,  623 

streptococcr.s,  ref.,  632 

8  ippurative.  624 

syphilitic,  626 

tuberculous,  624 
EnteroHths,  642 
Enteroptosis,  959 
Enzymes,  bacterial,  134 
Eo8in-ha?matoxylin  stain  for  nerve  tiss  le, 

929 
Eosinophile  cells,  428 
Ependyma,  871 

cysts  of,  874 

inflammation  of  (see  Ependymitis), 
871 

lesions  of,  871 

method  of  hardening,  947 

parasites  of,  874 

tumors  of,  874 
Ef)endymitis,  acute,  871 

chronic,  871 
Epicardial  fibroid  nodules,  473 
Epididymitis,  acute,  808 
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Kpignathus,  315 
Epispadias,  307,  803 
Epistaxis,  20,  530 
Epithelial  [xjarls.  ;^4 
Epithelioma  (see  als<3  under  Carcinoma), 
383 
adamantininn,  390 
basal-celleil,  385 
giant-celled,  387 
neuH)-,  387 
of  anus,  (>41 

bronchi.  542 
lip,  596 
nose.  385,  :>:i2 
skin.  liHo 
stomach,  ref..  617 
prickle  cells  in,  38,3 
Epithelium,  regeneration  of,  71 
Epulis,  3v>3 
Erdheim,  on  thyroid,  465;    on  tumors  of 

hy|)ophysis.  929 
EHanger,  on   His  bundle,   502,   9.>6;    on 

Stokes- Adams'  disease,  501 
r.  Krmenghem,  on  intestinal  bacteria,  6.32 
Ernnty  II.  C,  on  immunity,  191 
Ernst,  P.,  on  chondroma,  .'i63;    on  |>8am- 

moma,  859 
Erosions,  hemorrhagic,  of  stomach,  613 
Erysi|)elafl,  20<> 
of  penis,  804 
vulva,  744 
Erythrocytes,  changes  in  (see  Bloo<i),  423 
Erythrocyto-opsonins,  182 
Escherich  and  Pfaundler,  on  B.  coli,  209 
E«fter,  on  circulatory  changes  in  lungs,  .S46 
Etai  mamelonnc  of  stomach,  608 
Ether  poisoning,  398 

Etienne,  on  tul)erculou8  endocanlitis.  500 
Eustrongj'lus  gigas  (sc»e  Strongylus  gigas), 

730 
Eventration  of  diaphragm,  643 
Ewing,  on  adi|M)cen\  936;    on  bacteria  in 
small-pox,   2X9:    on   blood   changes  in 
diseases  of  liver,  f>85;  on  clinical  pathol- 
ogy' of  bl(MMl,   422.   431;    on  ganglion 
cells.  238.  896;  on  imimmity  in  typhoid, 
240;    on  lesions  of  goitre,  404;   on  lym- 
pliatic  const i«^ut ion.   412;    on   malarial 
ne{)i»ritis.  711;    on  sudden  death,  418; 
on    toxicniiji    of    pregnancy,    6<39;     on 
toxic    l(Micocytosi.s,    430;     on    vacciiK'- 
bodios,  290 
Ewing  and  Strauss,  uii  precipitin,  179 


Exophthalmic  goitre,  404 

Exostoses,  365,  847 

Extraneous  pigment,  56 

Extra-uterine  pregnancy,  791 

Exudates,  22,  194 

in  inflammation,  86,  107 
sterile,  method  of  securing.  189 

Eyes,  removal  of,  post-mortem,  946 

Eyre  atid  I.>eathem,  on  pneumococcus,  214 

Face,  malformations  of,  594 

Facial  fissure,  305 

Fahr,  on  syphilitic  aortitis.  517 

Falki<on,  on  tumor  of  pineal  gland,  928 

Fallopian  tubes,  788 

absence  of,  788 

changes  in  position  and  size  of, 

788 
closure  of,  788 
cysts  of,  791 
dilatation  of,  788 
examination,    post-mortem,    of, 

968 
hiemorrhage  of,  789 
hydrosalpinx,  789 
hyperplasia  of  muscle  wall  of,  790 
in  extrauterine  pregnancy,  791 
inflammation  of  (see  Salpingitis), 

789 
malfonnations  of,  788 
preservation  of,  969 
pyosalpinx,  790 
size  of,  969 
syphilis  of,  790 
tuberculosis  of,  790 
tumors  of,  791 
Falta,  on  senile  gangrene.  58 
Faltin,  on  bacteria  of  urinary  passages, 735 
Farcin  de  IxBuj,  227 
Farmer,  on  atypical  mitosis  in  malignant 

tumors,  333 
Fat,  demonstration  of,  in  blood,  433 
emboli,  433 
necrosis.  59,  655 
tissue,  regeneration  of,  77 
Fatigue,  action  of,  on  neurones,  898 
Fatty  degeneration,  41 

infiltration.  43 
Favus.  146 

Fenomenniv,  on  cysts  of  placenta,  776 
Fen  wick,  on  hair  balls  in  stomach,  618; 

on  sarcoma  of  stomach,  614 
Fermentation  by  bacteria.  134 
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Fever,  412 

epidemic  catarrhal,  227 
famine,  276 
hay,  ref.,  531 
hospital,  286 
inflammatory,  199 
jail,  286 
Malta,  278 
paratyphoid,  241 
puerperal,  199,  758 
relapsing,  276 
scarlet,  292 
seven-day,  276 
ship,  286 
spirillum,  276 
splenic,  222 
spotted,  117,  286 
suppurative,  199 
surgical,  199 

Texas,  hsematozoon  of,  117 
tick,  117 
traumatic,  199 

typhoid  (see  Typhoid  fever),  229 
typhus,  286 
yellow,  286 
Fibrin,  formation  of,  in  inflammation,  85 
Fibroblasts,  74,  92 
Fibroma,  343 

difTusum  of  vulva,  744 
durum,  343 
intracanalicular,  346 
moile,  343 
moUuscum,  344 
of  appendix,  641 

bladder,  urinary,  736 

bone,  847 

brain,  924 

bronchi,  542 

dura  mater  cerebralis,  858 
spinalis,  869 

ependyma,  874 

Fallopian  tubes,  791 

gall-bladder  and  -<lucts,  694 

heart,  508 

intestine,  639 

joints,  854 

kidney,  726 

lar>'nx,  536 

lips,  596 

liver,  686 

lungs,  585 

lymph-nodes,  451 

mamma,  797 


Fibroma  of  mamma,  male,  817 
mouth,  596 
muscle,  824 
oesophagus,  604 
ovaries,  779 
parotid,  651 
penis,  805 
pericardium,  474 
|x?ritoneum,  647 
pharynx,  601 
pia  mater  cerebralis,  867 

spinalis,  870 
pleura,  592 
salivary  glands,  651 
scrotum,  805 
spinal  cord,  925 
spleen,  462 
stomach,  613 
testicles,  810 
tongue,  597 
uterus,  759 
vagina,  747 
vulva,  744 
Fibro-neuroma  of  liver,  686 
Fibrosis,  95 

Fibrous  tissue  in  tul)erculosi8  of  lungs,  581 
Ficker,  on  typhoid,  240 
Filaria  in  lymph-nodes,  451 
medinensis,  125 
sanguinis  hominis,  126 

in  bladder,  urinary,  738 
kidney,  730 
Filarial  lymphatic  varix,  ref.,  126 
Findler,  on  hair  balls  in  stomach,  618 
First  intention,  healing  by,  81 
Firth,  on  micro-organisms  in  air,  148 
Fischer  J  on  atypical  epithelioma,  334;   on 

false  diverticula  of  intestine,  619 
Fish  poisoning,  399 
Fistula,  89 

branchial,  598 
vaginal,  746 
FitZf  on  dilatation  of  colon,  622;  on  lesions 
of  pancreas,  6,>6;    on  pancreatic  cysts, 
658 
Fixaieur,  177 

Fixation  of  tissues,  976,  977,  987 
Flagella  of  bacteria,  128 

of  malarial  parasite,  297 
Flechsig,  on  talx^s  dorsalis,  910 
Flemming's  osmic-acid  mixture,  978 
Fletcher,  on  tuberculous  cavities  in  liver, 
684 
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Flexner,  on  abrin  and  ricin  intoxications. 
198;  on  ajayjluti native  thrombi,  2,):  on 
autolysis,  10,');  on  bubonic  plague.  5<W; 
on  cardiac  degeneration  in  toxaMiiia. 
487;  on  ci^rebnKspinal  meningitis,  220; 
on  connective  tissue  in  cirrhosis  of  liver. 
077;  on  diphtlieria  bacilli  in  lungs,  273; 
on  vlysiMterj',  029;  on  experimental 
pancnuititis,  GMr,  on  focal  iM»croses  in 
typhoid,  230;  on  haemolysis,  172;  on 
hy|K>r{)laKia  of  heart,  493;  on  lympho- 
sarcoma, 441;  on  |H*rit(mitis,  (>4o;  on 
plague.  278;  on  Spin>clurte  pallida.  209; 
on  syphilis  of  stomach.  Oil;  on  termi- 
nal infection,  ]M)',  on  toxalbumin  in- 
toxication. It'll.  198.  (Mm;  on  t\ilHTcu- 
lous  (vsophagitis,  004;  on  typhoid 
bacilli  in  heart .  239 

Flexner  ami  liarker,  on  cen»bn>-spinal 
meningitis.  220 

Flex/uT  ami  JtHhuj.  an  transplantation  of 
tinnors,  337 

Flexner  and  Pearce,  on  ex|K»rimental  pan- 
creatitis. {\M) 

Flexner  and  Sioeet,  cm  ex|M»rimental  colitis. 
029 

Flies  and  tulierculosis.  n'f.,  149 

as  carriers  of  infective  agents,  ref..  149 

Fhfckemann,  on  syphilis  of  lungs,  .'>8,'> 

Fluijye,  on  distribution  of  bacteria  by 
sntH'zing  and  coughing,  2«')9 

Flukes,  118 

liver,  in  veins,  ,>27 

F(K»al  nwrosis,  198 

Ftptal  inclusions,  310 
infections,  155 

Fcrtus.  malformations  of.  303 

size  of.  at  various  |>eriods,  971 

Ford,  on  bacteriology  of  healthy  organs, 
148;   on  intestinal  bacteria,  (V.32 

FoH'ign  Ixxlies.  determining  disease*.  10 
substances,  dis{M)s:il  of,  in  IxMly.  9S 

I''ormaldehvde  and  formol  (see  Formalin), 
977 

Fonnalin.  use  of.  as  fixative.  977 

Formative  stimuli.  79 

Fnrsyth,  on  HafTkine's  method  in  pla'^ue. 
279 

Foulvrton,  on  patlio;j:enic  blast omycetes. 
144 

Fttx,  on  paratyphoid.  241 

Fractur(»s.  iu'aling  of.  827 
intniuterine.  972 


Fractures,  post-mortem.  938 

Fraenkel,  on  corpus  luteum.  779 

Fraenkel.  pneunux*occus  of.  213 

F ranch,  on  t rj'panosomes,  115 

Frank,  on  chorionepitheiioma,  772;  on 
chorionepithelioma  of  pregnancy.  770 

FreelMtrn,  on  Van  (lieson  s  stain,  984 

Freetnan,  on  fatty  infiltration  of  liver  in 
childn»n.  070;  on  focal  necrosis  in  mea- 
sles, 293;  on  typhoid  and  oysters,  239; 
on  vaccinaticm.  291 

Frieftenjer  and  Frohner,  on  domestic  ani- 
mals, 302 

Friedemann  and  Maas,  on  acromegaly.  410 

Friedlander,  bacillus  of,  21 1 

Friedmann,  on  tonsil  as  portal  of  entry 
f(»r  tulx»rcle  bacilli,  001 

Friedreich's  ataxia,  911 

Frisscll,  on  rJieumatism.  301 

I'rog.  study  of  inflammation  in.  110 

Frothing  of  blood  in  caisson  disease.  10 

IrMh'nujham,  on  Negri  bodies,  284 

Frozen  sections,  methcxls  for,  970 

Fuchsin  as  stain,  984 

Fuerat,  on  giant  cells,  102 

Fungus,  fissicm.  128 
mould.  128.  140 
poisoning,  390 
"ray."  226 
yeast.  144 

Furuncle,  194 

Fiitterer,  on  epithelioma  of  stomach,  617 

(rallairrdin,  on  dilatation  of  colon,  022 
(•all- bladder,  bacteria  in,  092 

calculi  of,  094 

dilatation  of,  093 

examination,    jxwt -mortem,    of, 
904 

infect icms  of,  ()92 

inflammation  of,  091 

lesions  of.  090 

tumors  of,  694 
-ducts,  ab-scesses  of.  092 

bacteria  in,  691 

calculi  of,  094 

constriction  of,  092 

dilatation  of,  093 

examination,     post-mortem,   of, 
904 

infection  of,  692 

inflammation  of,  690 

lesions  of,  090 
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Oall-ducts,  new-formed,  in  cirrhosis,  677 
occlusion  of,  690,  692 
tumors  of,  694 
-stones,  694 

in  pancreatic  duct,  658 
role  of  micro-organisms  in,  693 
Gamboge  poisoning,  396 
Ganglia,    semilunar,    examination,    i>ost- 

mortem,  of,  966 
Ganglion  cells  {soe  Neurones),  891;    als<j 
ref.,  896 
degeneration  of,  ref.,  913,  914 
plexiform,  in  rabies,  281 
Gangrene,  58 

diabetic,  406 
dry,  58 
embolic,  29 
emphysematous,  280 
moist,  oS 
of  appendix,  637 
lung,  550 
mouth,  595 
pancreas,  656 
vagina,  747 
vulva,  744 
senile,  ref.,  58 
Gappiftch,  on  actinomyces-like  structures 

in  tonsillar  crypts,  600 
Gas  bacillus,  279 
phlegmon,  280 
formation,  post-mort<»m,  935 
B.  aerogenes  in,  280 
Gastritis,  607 

acute  catarrhal,  607 
chronic,  607 
croupous,  609 
diphtheritic,  ()()9 
exudative,  610 
membranous,  609 
phlegmonous,  610 
suppurative,  610 
syphilitic,  61 1 
toxic,  610 
tuberculous,  610 
Gay,  on  fixation  of  alexins,  180 
Gaijlord,  on  origin  of  fibrin,  588 
GeisHlcr,  on  tuberculous  arteritis,  517 
Gelatin  for  cultivaticm  of  bacteria,  140 
Gemmules  in  nerve  cells,  891 
General  diseases,  403 

patholojry,  3 
Generative  organs,  female,   examination, 
l>ost-morte!n,  oi,  967 


Generative   organs,   female,   preservation 
of,  969 
male,  examination,  post-mortem, 
of,  9(56 
preservation  of,  967 
new-born,     examination,     post- 
mortem, of,  974 
Genito-urinarj'  organs,  examination,  post- 
mortem, of  female,  967 
male,  966 
Gentian  violet  in  Gram's  stain.  138 
Giraudel,  on  changes  in  liver,  693 
Germicides,  action  of,  on  bacteria,  133 
(ierms,  128 

Geruhnos,  on  dermoid  tumors  of  penis,  805 
Ghon  (im/  Sachs,  on  B.  aerogenes,  280 
Giannettasio,  on  umbilical  tumors,  618 
Giant  cells,  101 

in  endothelioma,  ref.,  360 
tubercle.  248 
Giant-celled  epithelioma,  387 

sarcoma,  353 
Gif)f>ons,  on  Hodgkin's  disease,  441 
Giemsa's  stain  for  blood  and  tissues,  985 
(Jigantoblasts,  427 

GiUpcrt  and  JJppmann,  on  gall-bladder  in- 
fections, 692 
Gilchrist,  on  blast omycetic  dermatitis,  144; 

on  fibroma  molluscum,  344 
(Jlanders,  221 

Glands,  Xabothian,  ectasia  of,  755 
regeneration  of,  72 
salivar>',  650 
Glegg,  on  serum  treatment  of  hay  fever,  531 
Glioma,  3(36 

of  adrenals,  468 
brain,  924 
ei)endyma,  874 
spinal  cord,  926 
Gliomyxoma,  367 
-sarcoma,  367 
Glockner,  on  endothelioma,  360;   on  endo- 
thelioma of  parotid.  593;  on  giant  cells 
in  endothelioma,  360 
Glomenili,  lesions  of,  706 
(Jlomerulo-nephritis,  707 
Glossitis,  .'>97 

Glottis,  (i>dema  of,  5:5:i.  959 
Glucose  in  culture  media,  140 
Gluge's  corpuscles,  878,  887,  914 
Glycogen  infiltration,  44 
rjlycosiiria,  ref.,  407 
"Goblet  '  crib,  45 
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Goitre,  4G5 

exophthalmic,  404 
*' Golden'  coccus,  201 
GonococcuM,  216 

in  |>eritoniti8,  ref.,  64.) 

rectal  inflammation.  634 
vaginitis,  747 
Gonorrhoea,  coccus  of,  216 
Goodale,  on  acute  tonsillitis,  600 
Goodwin  and  von  Scholiy,  on  I),  intracel- 

lularis  menin^tidis,  220 
(iardinier  and  Ixiriigau,  on  typhoid  bacilli 

in  empyema,  590 
(Jottstein,  on  micro-organisms  in  air.  148 
V.  Gour(vitch,  on  lesions  of  liver  paren- 
chyma in  cirrhosis,  680 
Gout,  407 

joint  lesions  in,  8')3 
Ciraafian  follicles,  cysts  of,  786 

haemorrhage  of.  777 
Graf,  on  tuberculous  arteritis,  517 
Graham,  on  displacements  of  liver,  659 
Graham-Smith,    on    diphtheria    bacilli    in 

mouth,  274;  on  precipitin,  179 
Gram's  method  of  staining  bacteria,  138 
Granulation  tissue,  91 

significance  of,  in  inf€»ction,  150 
Granuloma,  infectious,  331 
Grass  bacilhis,  261 
Graves'  disease,  404 
Gray  hepatization,  556 
Greenough,  on  cell  inclusions  in  cancer,  »332 
Greenaugh  and  Harttcell,  on  cystic  hyper- 
plasia of  mamma,  795 
Gregarina*.  116 
Griffith,  on  dilatation  of  colon,  622;    on 

aneurism  of  coronary  arteries,  522 
Grippe  (see  Influenza).  227 
Grober,  on  pleura  as  i>ortal  of  entry  for 

bacteria,  565 
Guarnieri,  bcnlies  of,  290 
Guinea- worm,  125 
Guiteras,  on  yellow  fever.  287 
6'w//  ami  A^utton,  on  arterio-capillar>'  fibro- 
sis, 51 1 
Gummata,  265 
of  heart,  494 
liver.  681 
lung,  584 
mninmu,  796 
ovaries,  779 
pancreas,  657 
testicle.  810 


Gums,  tumors  of,  596 

Guyot,  on  fonnation  of  lymph-vessels  ia 

pleurisy,  591 
Gwyn,  on  {x^rsistent  typhoid  baciUi,  239 

Hspmagglutinins,  injection  of,  intoanimalB, 

666 
Hspmangioma,  372 

of  intestine.  639 
Hspmatemesis,  20,  606 
Hjematocele,  55i^,  807 
Ha»matogenesis,  defective,  424 
Hrematogenous  pigment,  53 
IIa>matoidin,  5.3,  424 
Haematolysis,  424 
Ilspmatoma,  20 

of  pia  mater  cerebralis,  866 

polyix>id,  of  uterus,  753 
Hffmatomet  ra,  7.>0 
Hspmatomyelia,  886 
Hsematomyelopore,  886 
Ilspmatoxylin  as  staining  agent,  983 

Delafield's  solution,  983 

iron  stain,  983 

Weigert's  metho<l,  929 
Hfipmatozoon  of  Texas  fever,  117 
lispmaturia,  20 
Hsemochromatosis,  54 
Hs>moglobiniemia,  423,  424 
Hspmpglobinuria,  424 

epidemic,  in  children,  21 

of  cattle,  ref.,  117 
Hspmolymph  noiles,  451 

examination,  ]>o8t-mortem,of,966 
Hjemolysins,  169 

bacterial,  ref..  152,  201 
Hajmolysis,  53,  189 

test,  189 
Hapmolytic  serum,  170 
Hffimopericardium,  470 
Hspmophagocytosis,  study  of,  190 
Hspmophilia,  21 
Haym-opsonins,  182 
Haemoptysis,  20 
Haemorrhage,  19 

by  diapedesis,  19 
rhexis,  19 

capillary,  in  brain,  882 

extradnral,  855 

forms  of,  20 

in  adrenals,  468 

bladder,  urinary,  732 
bone,  827 
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Haemorrhage  in  brain,  S82 
bronchi,  537 
dura  mater  cerebralis,  855 

spinalis,  869 
Fallopian  tubes,  789 
foetal  head  during  labor,  972 
intestine,  622,  679 
larynx,  533 
liver,  660 
lung,  546 
mamma,  792 
muscle,  823 
new-bom,  21 
nose,  530 
oesophagus,  602 
ovaries,  777 
pancreas,  656 
penis,  804 
pericardium,  470 
peritoneum,  643 
pia  mater  cerebralis,  860 

spinalis.  869 
pineal  gland,  928 
placenta,  773 
pleura,  588 
spinal  cord,  885 
spleen,  453 
stomach,  606,  679 
thymus,  463 
thyroid,  464 
uterus,  752 
vulva,  743 
intermeningeal,  860 
intradural,  855 
occult,  in  gastro-intestinal  canal,  ref., 

606 
"spontaneous,"  in  spinal  cord,  886 
Hsemorrhagic  diathesis,  21 
infarction,  20 
infection,  279;  ref.,  411 
septiciemia,  bacilli  of,  279 
Hajmorrhoids,  524,  635,  742 
Hspmosiderin,  53,  424 
Haemosporidia,  117 
of  malaria,  295 
Haemotoxins,  169 

HafTkine's  method  in  Asiatic  cholera.  244 
in  plague,  279 
typhoid,  240 
Hair  balls  in  stomach,  618 
HcUl,  on  lesions  of  bronchial  l>Tnph-nodes, 

543 
Hamburger,  on  lymph  formation,  21 


Ilamuton,  on  Hies  as  carriers  of  typhoid, 

149 
HamUUm   and   Horton,    on    pseudo-diph- 
theria bacilli,  274 
Hammar,  on  accessory  lung,  544 
Hand,  on  tuberculosis  of  bronchial  lymph- 
nodes,  543 
Handniann,  on  weight  of  brain,  941 
Hanging,  lesions  of,  415,  937 
von  Hansemann,   on  atypical  mitosis  in 

tumors,  333 
Haptines,  166 
Haptophorous  groups,  165 
Harbitz,  on  tuberculosis  of  lymph-nodes, 

258,  448,  543 
Hardening  of  tissues,  977 
Hare,  on  tumors  of  mediastinum,  587 
Hare-lip,  305,  594 
Harris,  on  cysts  of  ureter,  724 
Hasenfeld,    on    method    of    determining 

heart  weight,  506 
Hasdauer,  on  bacteria  of  nose,  531 ;  on  1). 

intracellularis  meningitidis,  220 
Haiiser,  on  fibrin  formation,  85 
"Hay"  bacillus,  261 

fever,  531 
Hayem's  solution,  432 
Head,  examination,  post-mortem,  of,  939, 

972 
Healing  of  wounds,  90 

by  first  intention,  93 
Health,  conditions  of,  7 
Heart,  474 

abnormalities  of,  474,  477 
abscess  of,  491 
aneurism  of,  481 

coronary  arteries,  522 
anomalies  of,  474 
aorta,  stenosis  of,  504 
atrophy  of,  480 
block,  501 

calcification  of,  fibrous  tissue  in,  472 
chordae  tendinea*,  abnormal,  of,  477 
circulation,  interference  with,  502 
clots,  48:3,  954 

coronary  arteries,  examination,  post- 
mortem, of,  956 
lesions  of,  489 
degenerations  of,  485 
dilatation  of.  480.  .502,  507 
displacements  of,  478 
dissecting  aneurism  of,  ref.,  521 
embolism  of,  490 
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Heart,  embolism,  infectious,  of,  490 
endocardium,  degeneration  of,  487 

inflammation  of  (see  Fntlocanli- 
tis),  494 
examination,   iK)8t-mortem,   of,   9.T.), 

9.)2.  972,  973 
fragmentation  of  mr.scle  in,  488 
guHHuata  of,  494 
hy|KTplasia,  fibrous,  of,  491 
hyiK'rtrophy  of,  502,  .506 

comj)en8atory,  of.  507 
hypoplasia  of,  411,  478 
infantile,  973 
infiltration,  fatty,  of,  487 
inflammation  acute,  490 

chronic,  491 

gonococcal,  490 
insufficiency  of,  50-1 
malformations  of,  474 
malpositions  of,  474,  477 
myt)cardium,  fragmentation  and  seg- 
mentation of,  488 
parasites  in,  .>08 
jiericardial  lesions  (.see  Pericardium), 

470 
piirment  in,  481 
IM)lypi.  48:i 
IM)sition  of,  952 
preservation  of,  957 
r(4ation  of,  to  circulation  of  bloo<l,  14 
reptilian,  475 
rupture  of,  478 

segmentation  of  muscle  in,  488 
septa,  abnormal,  477 
size  of,  952 

Stokes- Adams'  disease,  501 
sudden  death  in  lesions  of,  ref.,  480 
syphilis  of,  494 
thrombi,  forms  of,  954 
thrombosis  of,  483,  489 
tul)erculosi8  of,  494 
tumors  of,  474,  508 
valves,  aneurism  of,  481 

aortic,  insufficiency  of,  504 
stenosis  of,  504 

insufficiency  of.  504 

h'sions  of.  480,  504 

mitral,  iusiitriciency  of.  505 
stoncsis  of,  505 

pidnidiiary.  lesions  of.  505 

size  of.  953 

stenosis  of.  .')04 

trst  of  snffici(»!U'V  of.  953 


Heart  valves,  tricuspid,  lesions  of,  505 
tumors  of,  508 

ventricles,  hypertropliy  of,  504, 
506 
weight  of,  956 
wounds  of,  478 
Heat  exhaustion,  408 

relation  of,  to  disease.  8 
Hedrt'n,  on  mixeil  tumors  of  kidney,  726 
Heidenhain's  iron  ho'matoxylin  stain,  9&5 
Heiman,  on  serum  for  gonococcus,  217 
lleinz,  on  inflammation,  109;   on  origin  of 
fibrin,  588;    on  phagocytic  powers  of 
liver  endothelium,  672;    on  physiology 
of  blooil- vessels,  516;   on  physiology  of 
heart,   502;    on    physiology    of   lungs^ 
554 
Uektiien,  on  aortic  aneurism.  521;    on  ar- 
teries  in   tuberculosis.    511;     on  giant 
cells,  102;    on  haMnophagocytosis,  190; 
on  infections  of  unkno^^n  origin,  302; 
on  inoculation  in  measles,  293;    on  op- 
sonins,  182,   18.3.   185;    on  opsonins  in 
anthrax,  225;  on  segmentation  of  myo- 
cardium, 488;   on  yeasts  and  moulds  in 
disease,  147 
Hektoen  and  Ilerricky  on  sarcoma  of  liver, 

688 
Ilelhihg,  on  rhalMiomyoma,  369 
Held's  nerve-tissue  stain,  930 
Hellebore  poisoning,  396 
Heller,  on  pleural  lymph-no<ie8,  554 
Helly,  on  forms  of  exudate  cells,  88 
Hemicephalia,  307 
Hepatic  artery,  lesicns  of,  662 

veins,  lesions  of,  6<>5 
Hepatitis,  exudative,  673 

interstitial,   chronic   (^see   Liver,   cir- 
rhosis of),  675 
ix'ri-,  684 
punilent,  673 
syphilitic,  681 
tuberculous,  682 
Hepatization,  gray,  of  lung,  556 

red,  of  lung,  5.55 
Heymtogenous  pigment,  54 
Hepatolytic  8<»rum,  172 
I/eppner,  on  liermaphnHiitism,  803 
Herd  man    and    lioyce,    on    typhoid    and 

ovsters,  2,39 
Hereditar\'  ataxia,  911 
Hereditv,  in  cells,  4 

nOntion  of,  to  disease,  12 
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Herman,  on  niyolin  in  adrenals,  467 

Hermaphroditism,  803 

Hernia,  621 

of  bladder,  urinary,  732 
brain,  87.") 
intestines,  621 
lung,  r)44 
omentum,  622 
ovaries,  776 
uterus,  752 
vagina,  745 

Herpes  of  [)repuce,  804 

IIerrU'h\  on  increase  of  portal  pressure  in 
cirrhosis,  678 

Herring,  on  development  of  glomeruli,  70() 

Herter,  on  chemical  pathology,  400 

Hertzog,  on  insects  and  plague,  149 

Herxheimcr,  on  action  of  tubercle  bacillus, 
247;  on  carcinoma  of  liver,  686;  on 
dead  tubercle  bacilli,  255;  on  fat  stain- 
ing, 44;  on  tumors  of  liver  with  ciliated 
ceils,  686 

Hess,  on  cysts,  343 

Heterotopia  of  cells  in  tumors,  328 
of  spinal  cord,  876 

false,  876 

Hewitt,  on  necrosis  of  kidney,  701 

Hewlett,  on  typhoitl  bacillus,  239 

iv)7i  Hibler,  on  gonococcus,  218 

Hill,  on  potassium-hydroxid  clearing 
method,  987 

Hintze  and  Lubarsch,  on  elimination  of 
bacteria,  149 

Hirsch,  on  met  hew  1  of  determining  heart 
weight,  506;  on  streptococcus  enteri- 
tidis,  (>i2 

His,  auricido- ventricular  bundle  of,  502; 
on  length  of  feet  us,  971;  bundle  of,  ex- 
amination, post-mortem,  of,  956 

Hiss,  on  pneumococcus,  214;  on  strepto- 
coccus capsules,  204;  on  typhoid  bacil- 
lus, 230,  24 1 

Hiss  and  Atkinson,  on  antitoxin,  162 

Hiss  and  Russell,  on  B.  dysenteria*,  628; 
on  B.  typhc\sus.  241 

Hoficnfnil,  on  actinomycosis  of  lung,  226; 
on  anatomy  and  physiology  of  tonsils, 
6(X):  nn  appemlicitis,  639;  on  Cidlen's 
methoii,  070:  c)n  lung  pigment,  569; 
on  spleen.  452;  on  tulx'rcrlosis,  pri- 
mary, of  pleura,  5!>2 

Hodgkin's  disease'.  440.  450 

Hoen,  on  defeneration  of  muscle  of  uvula. 


822;   on  abnormal  conditions  of  uvula, 

599 
Hoffmann,  on  carbonic-oxide    poisoning, 
•    399 

Hojmeier,  on  cysts  of  placenta,  776 
Hog  cholera,  279 

Homcti,  on  streptococcus  toxin,  206 
Honl,  on  hannorrhagic  infections,  411 
Hooklets  of  tapeworm,  121 
Hospital  fever,  286 

Housell,  on  malignant  disease  of  tonsil,  (302 
Howard,  on  cardiac  hyj)ertrophy,  507;   on 

Friedlander's  bacillus,  211;   on  hsemor- 

rhagic  septicaemia,  281;    on  lesions  of 

typhoid  fever,  236 
Howard  and  Hoover,  on  tropical  abscess  of 

liver.  673 
Housird  and  Ingersdl,  on  bacteriology  of 

rhinitis.  531 
Howell,  on  heart-l)eat,  501 
Howship's  lacunjp,  8.33 
Hoyer's  thionin  stain.  986 
Hiickcl,  on  vaccine  bcxiies,  290 
Hueter,  on  congenital  tumors  of  intestines, 

6:^9 

Huguenin,  on  smallpox,  289 
Hunter,  cm  spread  of  plague  by  insects,  149 
Hurdon,  on  endothelioma  of  uterus,  76^1 
Hutchinson,  on  vulnerability  of  apex  of 

lung.  582 
Hyaline  degeneration,  48 
substances.  47 
thrombi,  26 
Hydatid  moles  of  placenta,  774 

relation   of,   to    chorionepitheli- 
oma,  772.  77-1 
Hydatids  of  liver,  689 

taenia,  120 
Hydnemia,  423 
Hydrarthrosis,  22 
Hydrencephalocele,  875 
Hydrocele.  22 

of  process! IS  vaginalis,  S06 
s|)enuatic  cord,  807 
tunica  vaginalis,  S06 
Hydrocephalus.  21,  865,  871,  872 
chronic,  872 
congenital,  872 
externus,  875 
internus,  875 

meth(Ml  of  removing  brain  in,  972 
primary.  873 
secondary,  873 
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Hydromeningooelc,  875 
Hydrometra,  749 
Hydn>myelia.  876 
Hydronephrosis,  722 
Hydropericardiiim,  21,  470 
Hydroperitoneuni,  22 
Hydrophobia.  281 

animal  inoculations  in,  282 
diagnosis  of,  28o 
excitant  of.  282 
lesions  of,  281 
Negri  Ixxlies  in.  283 
preventive  inoculation  in,  284 
statistics  of.  in  Tniteil  States,  ref.,  286 
vims  of,  282 
Hydropic  degeneration,  44 

infiltration  of  muscle.  822 
Hydropneumothorax,  588 
Hydrops  cystidis  fellea>,  694 
Hydro rrhachis  externa,  ref.,  876 

interna,  875 
Hydrosalpinx,  789 
Hydrostatic  test,  973 
Hydnjthorax,  21,  587 

chylous,  528 
Hymen,  anomalies  of,  743 
Hyi)enrmia.  15 
active.  16 

of  bladder,  urinary,  732 
l>one,  827 
brain,  880 
intestine,  622 
kidney,  698 
liver,  660 
lung,  544 
ovaries,  777 

pia  mater  cerebralis,  860 
spleen.  455 
thyroid,  464 
utenis,  752 
vulva,  743 
passive,  16 
Hyj)emephroma,  ref.,  730 
Hyj)erostosi8,  847 
Hyper}>liWiia,  61,  95 

cystic,  of  mamma,  795 
glandular,  of  endometrium,  755 
of  adrenals,  4(>8 

epithelium  of  bladder,  734 
fibrous  tissue,  95 
heart,  491,  493 
intestine,  623.  6,30 
liver,  675,  684 


Hyix^rplasia  of  lymph-noiles,  445,  449 

lymphoid     tissue    of    pharynx, 
532 

muscle,  824 

neuroglia,  899 

Peyer's  patches  in  typhoid,  230 

prostate.  813 

spleen,  457,  461,  462 

thyroid,  464 
replacement,  95 
Hyperplastic  tuberculosis,  634 
Hypertrophy,  35,  61 

com|)en8atory,  61,  69;  ref.,  79 
of  bladder,  urinarj-,  732 

blood-vessels,  508 

brain,  878 

heiirt.  502 

kidneys,  697 

mamma,  797 

muscle,  821 

pineal  gland,  928 

pituitary,  928 

prostate.  813 

thymus,  46.3 

tongue,  597 
pseudo-,  61 
Hyphomycetes,  146 
Hyjwleucocytosis,  429,  430 
Hy|)ophysis,  lesions  of,  928 

in  acromegalia,  410 
Hy))opla8ia,  304 

of  blood- vessels,  508 
Hypospadias,  307,  803 
Hypostasis,  post-mortem,  934 
Hypostatic  congestion,  18 

of  lung,  545,  563 

Ice-cream  poisoning,  399 

Ichora^mia,  199 

Ichthyosis,  595 

Icterus  gravis,  667 

Identification,  post-mortem,  934 

Idiocy,  lesions  of,  875 

Ileo-cecal  tuberculosis,  hyperplastic,  634 

Immune  Ixxiy,  170 

substance,  168,  170 
fixation  of,  171 
Immunity,  148,  158 

acqiured,  159 

active,  160 

antibacterial,  160,  167 

antimicrobic,  160 

antitoxic,  160,  161 
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Immunity,  artificial,  160,   107,  240,  244, 
279,  284,  289 
bactericidal,  160,  167 
bacteriolytic,  160,  167 
bibliography  of,  191 
cellular,  160 
definition  of,  158 
forms  of,  158 
hereditary,  159 
humoral,  160 
natural,  159 
nature  of,  158 
passive,  161 
phagocytic,  160 
to  streptococcus,  206 
Immunization,  159 

artificial,  methods  of,  UK) 
complexity  of,  187 
specific  character  of,  187 
Incarceration  of  intestine,  619 
Incubation  period,  155 
Indigo-sulphate  poisoning,  392 
Infarction,  20,  28 

of  coronary  arteries,  490 
intestines,  622 
kidneys,  698 
Hver,  662,  663 
lungs,  546 
muscle,  823 
placenta,  773 
portal  vein,  663 
spleen,  4')6 
Infarcts,  28 

anaemic,  29 
hsemorrhagic,  20,  29 
location  of,  29 
white,  29 
Infection,  148 

albuminous  degeneration  in,  39 
concurrent,  155 

in  pneumonia,  559 

tulwrculosis,  260,  r>82 
typhoid  fever,  236 
conditions  of,  153 
congenital,  149,  155 
cooling  of  body  in,  ref.,  565 
definition  of,  158 
foetal,  rcf.,  156 
forms  of,  155 

hiemorrhagic,  279:  ref.,  411 
incubation  period  in,  155 
insusceptibility  to,  159 
intrauterine,  ref.,  149 


Infection,  latent,  ref.,  150 
leucocytosis  in,  429,  430 
mixed,  155 
modes  of,  149 
nature  of,  154 
predisposition  to,  153 
proofs  of,  152 
pseudomembranous       inflammation, 

207 
puerperal,  75S 
purulent,  199 

reaction  of  the  body  in,  ref.,  154 
relation  of  multiple  sclerosis  in  ner- 
vous system  to.  920 
spleen  in,  ref.,  150;  ref.,  457 
sub-,  ref.,  150 
terminal,  156 

through  granulation  tissue,  ref.,  150 
wound,  ex|)erimcntal  studies  on,  ref., 
150 
Infections  of  unknown  origin,  301 
Infectious  disease,  definition  of,  154, 158 
diseases.  192 

bibliography  of,  302 
classification  of,  192 
communicability  of,  156 
conditions  influencing  occurrence 

of,  153 
of  animals,  ref.,  155 

unknown  origin,  301 
Infiltration,  calcareous,  50 
fatty.  143 

of  adrenals.  467 
heart,  487 
liver,  669,  670 
pancreas,  6.>4 
glycogen.  44 
hydropic,  of  muscle.  822 
purulent.  89 
serous.  44 

of  muscle.  822 
Inflammation,  80 
catarrhal,  96 
characterization  of,  109 
conservative  nature  of,  106 
crouiX)U8.  207 
definition  of,  109 
experimental  study  of,  109 
exudative,  85,  186 
fibrinous,  96 

from  micro-organisms,  87 
general  survey  of,  106 
hiemorrhagic,  96 
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Inflaminution  in  non- vascular  tissue.  81 

in  organs  (sec  various orRanK) 

in  vascular  tissvic,  8J 

infections,  UG 

interstitial.  9.') 

niuco-punilent,  1M> 

mucous,  96 

necn)tic,  9(5 

phases  of,  {H\ 

prcKhictive,  90 

pseudomembranous,  9<>,  207 
diphtheritic,  271 

punilent,  9(5 

n'generative,  9(i 

reparative,  96 

resolution  in,  89 

n>le  of  exudates  in,  107 

scrofulors.  448 

sc»ro-pun:lent,  96 

serous,  96 

significance  of,  \0(\ 

special  phases  of,  9(5 

suppurative,  98,  96,  193 

syphilitic,  26:j 

tuberculous,  24.) 
diflfuse,  249 
Influenza,  227 
Infusoria,  1 18 
Insects,  127 

role  of.  in  infection,  149 
Insolation,  408 
Intermediary  bo<ly,  17.) 

substance,  17.3 
Internal  secretions.  4(W,  407 
Interstitial  inflammation,  9.3 
Intestinal  epitheliimi,  regeneration  of,  rcf., 
6.3:i 

mycosis,  224 
Intestine,  large  (wh'  Colon),  (326 
Intestines,  618 

actinomycosis  of,  (542 

anueba*  in,  (527 

anthrax  of,  (542 

ap{H*ndicitis.  (5.'^3 

bacteria  in.  Vu\2 

changes  in  circulation  in,  (522 

cloacjp,  (519 

concretions  in.  (542 

rysts  of.  611 

<lc'gtMUTati()n  of,  (522 

dilatation  of.  (522 

(liscnloration.  pnst-!nr)rtem,  of,  9(5.'J 

disphu'cmcnts  of,  (518 


Intestines,  diverticula,  acvjiiired,  of,  619 
congenital,  of,  618 
•false,"  of,  619 

eml)olism  of,  622 

examination,    i)08t-mortera,   of,   950, 

962,  974 
in  poisoning,  962 

hiemorrhage  in,  622,  679 

hernia  of,  (521 

Hcnlgkin's  disease,  lesions  of,  in,  (>40 

hypenrmia  of.  622 

in  cirrhosis  of  liver,  679 

incarceration  of,  619 

infarction,  hiemorrhagic,  of,  622 

inflammation  of  isee  Knteritis,  and 
Colitis).  623,  626 

intussusception  of,  620 

invagination  of,  620 

lesions  of,  in  typhoid  fever,  230 
malaria,  2^)4 

malformation  of,  618 

mycosis  of,  (542 

nodular  hy|)er|)la8ia  of,  623.  630 

parasites   of,  642    (see  also   chapter 
on  Animal  Parasites) 

j)ermeability  of  wall  of,  for  bacteria, 
ref.,  633.  64.3 

polyps  of,  (5;i9 

IM>st-mortem  changi>s  in,  963 

preservation  of.  9(5.3 

regeneration  of  epithelium  of,  633 

rupture  of,  622 

strangulation  of,  619 

strictures  of,  622 

syphilis  of,  626 

thn)ml)osis  of,  622 

trans|K)8ition  of,  618 

tuberculosis  of,  624 

hyperplastic,  (534 

tumors  of,  (V39 

ulcers  of.  625,  626,  627,  632,  633 

wounds  of,  622 
Intoxication,  septic.  151,  154 
Intussusception  of  intestines,  620 
Inversio  vesicie.  3(X5 
Involution  forms  of  bacteria,  129 
1  (Kline  test  for  amyloid.  961 
Ipffen,  on  intestinal  tul)erculo8i8,  62.3 
Iron  haMnatoxylin.  98ii 

micro-chemical  reactions  for.  5iJ 

pigment  in  cells  an<l  tissues,  ref.,  567 
Irons  and  Graham,   on  blastomycosis  of 
skin.  144 
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''Irritation  forms"  of  loucocytes,  431 
Ischspmia,  18 
Ischiopagus,  3!3 
Isolysins.  173 
Itch  insect,  127 

Jacob,  on  carcinoma  of  stomach,  617 

Jacobi,  on  cysts  of  omentum,  6v>0 

Jacobsofi,  on  hair  balls  in  stomach,  618 

Jacobsthal,  on  scurvy,  410 

Jackson,  Porter,  ami  Quinhy,  on  throm- 
bosis of  mesenteric  veins,  622 

Jaeger,  on  Diplococcus  intracelhilaris  me- 
ningitidis. 2-*0 

Jail  fever,  286 

Jakowski,  on  micro-organisms  in  thrombi, 
24 

I'on  Jaksch,  on  animal  parasites,  127 

Jalap  poisoning,  396 

Jatnes,  on  air  in  pericardium,  470;  on 
lesions  of  stomach  as  portals  of  entr\' 
for  bacteria,  610 

Jamin  and  Mcrkel,  on  coronary  arteries, 
489 

Janexvay,  on  hypertrophic  j)ulmonar>'  ar- 
thropathy, 410 

Janowski,  on  suppuration,  197 

Janus.  313 

Jaundice,  ;>4 

necrosis  of  hver  with,  666 

Jaw,  malfonnations  of,  594 

Jaxvorski  and  Korolewicz,  on  occult  haemor- 
rhage in  gastro-intestinal  canal,  606 

Jdliffe,  on  injuries  from  electricity,  10 

Jenner  stain,  433 

Jeasup,  on  carcinoma  of  apjjendix,  641 

Jochmann,  on  bacteria»mia  in  tubercu- 
losis of  lungs,  iiS2 

Joints,  850 

cartilage,  loose,  in,  854 

degeneration  of,  850 

false,  828 

inflammation  of  (see  Arthritis),  851 

loose  cartilage  in,  854 

tuberculosis  of,  853 

tumors  (if,  854 

Jopson  and  White,  on  sarcoma  of  large 
intestine,  641 

Jordan,  on  acute  osteomyelitis.  837 

Jordan,  Rurssell,and  Zeit,  on  ty[)hoid  bacil- 
lus in  water,  240 

J  ores,  on  arterio-sderosis,  513 

Jorgenson,  on  fermentation,  144 


Josacrand  and  /bonnet,  on  myocarditis,  490 
Jurgeliinas,  on  granulation  tissue  in  infec- 
tion, 150 
Jurgens,  on  pneumococcus,  215 

V.   Kahlden,  on  cysts  of  ovarj',  786;    on 

periarteritis  nodosa,  517 
Kaiserling's   fluid    for    color    s]>ecimens, 

987 
Kala-azar,  115 

KappiH,  on  urogenital  tuberculosis,  720 
Karakasche,  on  adrenals,  468 
Karcher,  on  bacteria  in  bronchitis,  539 
Karyokinesis,  65 
Karyolysis.  57 
Karyomitosis,  67 
Karyorrhexis,  57 
Kedrowsky,    on   emphysematous   cystitis, 

Keen,  on  typhoid  bacillus,  229 

Keen  and  Funke,  on  carotid  tumors,  469 

Keen,  P/alder,  and  Ellin,  on  hy|)ernephro- 

ma,  730 
Keith  and  Flack,  on  His  bundle,  502 
Kelly,    on    cirrhosis.    681;     on    hyperne- 
phroma,  730;    on  leukaemia .   438;    on 
tumors  of  ap|>endix,  641 
KeJly  and  Ilurdon,  on  api)endicitis,  639 
Kelynack,    on    kidney    tumors,    730;     on 
pathology  of  vermiform  ap|>endix,  6:^9 
Kerr,  on  statistics  of  lobular  pneumonia, 

557 
Kidneys,  696 

abscess  of,  704 

absence  of,  696 

albuminuria,  699 

anaemia  of,  698 

arterio-sclerosis  and  lesions  of,  719 

atn)phied.  717 

atrophy,  granular,  of,  716 

bacteria  in,  705,  711 

calcification  of,  700,  703 

calculi  of.  726 

casts  in.  699 

changes  in  position  of,  697 

circulatorv  disturbances  in,  698 

congestion  of,  698 

cysts  of.  723 

degeneration  of,  701 

dilatation  of,  722 

elimination  of  bacteria  by.  ref.,  705 
pigment  by,  ref.,  705 

embolism  of,  698 
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Kidneys,  examination,   post-mortem,   of, 
959,  974 

glomeruli,  alterations  in.  706 
ilevelopment  of.  706 

granular,  717 

horseshoe,  696 

hyaline  globules  in,  700 

hydronephrosis.  722 

hypera»mia  of,  698 

hypertrophy  of.  697 

infarction  of.  698 

infection,  ascending,  of,  705 
embolic,  of,  704 

inflammation  of  iset*  Nephritis),  703 

lesions  of.  in  typhoid  fever,  236 

lobulation,  fcetal,  of,  697 

malarial  lesions  of.  294 

malarial  parasites  in.  711 

malformations  of.  (WM) 

malpositions  of,  6ii7 

movable,  697 

necrosis  of,  700 

parasites  in,  730 

I)elvis,  lesions  of,  721 

|)erinephritic  inflammation,  722 

preservation  of,  IMU 

re<l,  large,  716 

regeneration  of.  72 

epithelium  in,  ref.,  t)98 

"surgical."  70;> 

syphilis  of,  721 

thnimbosis  of,  698 

tuberculosis  of.  720 

tubules,  lesions  of,  707 

tumors  of,  726 

wandering,  697 

weight  of,  IKH) 
Kinnicutt,  on  gastritis,  610;  on  orchitis  in 

typhoid  fever,  238 
Kirchheim,  on  hy|H*rtrophy  of  breasts,  71K5 
Kisskalt,  on  imnnmity,  159;    on  infection 

and  cooling  of  b(Kly,  565 
Kltt,  on  comparative  pathoh)g>',  302 
Klehs,    on    malformations    of    gt^nerative 

organs.  S03 
r.     Ktecki,    on    elimination    of    bacteria 

through  kidney.  71 1 
Kleine  ami  Molhrs,  on    inherite<l    inuim- 

nitv,  159 
Kiimrnkft,    on    |M*nneabilitv   of   intestinal 

wall  for  bacteria.  Vui'.l 
Kliftstcin,  on  l>acteria  in  lungs.  M\o 
Klntz,  on  f.Mtty  (iegeniTation.  41 


Knox,  on  epicanlial  nodules,  473;  on  lipo- 
myoma  of  uterus,  763 

Knox  and  Schorer,  on  myoma  of  heart.  508 

Kober,  on  tuberculosis  in  cattle,  259 

Koli«kOf  on  blooil  supply  of  basal  ganglia, 
399 

Kollff  on  cholera  spirillum,  243 

Kolie  ami  lietsch,  on  experimental  bac- 
teriology, 191 

Kolle  and  Wassermann,  on  micro-organ- 
isms, 191 

Kof^ik  and  Van  Arsdale,  on  acute  osteo- 
myeHtis  in  cliildren,  837 

Kottar,  on  organized  cartiiac  thrombi,  484 

Kraus,  on  regeneration  of  fat  tissue,  77 

Krehl,  on  heart  lesions,  505 

Kromjiechcr,  on  basal-celled  tumors,  387; 
on  epithelium  and  endothelium,  375; 
on  timiors  of  salivary  glands,  652 

Kruse  and  Pasquale,  on  abscess  of  liver, 
674;  on  intestinal  bacteria,  632 

Kuhman,  on  bacteria  in  blood,  434 

Kulbe,  on  bacteria  in  lymph-nodes,  442 

Kulbs,  on  gonorrhoeal  endocarditis,  497 

Labia,  lesions  of,  743,  744 

iMchnerSandoval ,  on  ray  fungi,  227 

I^  grippe,  227 

Lambert,  on  sunstroke.  409 

Lamy  and  Mayer,  on  renal  secretion,  698 

Land  and  UUmunn,  on  syphilis,  267 

Lando,  on  pancreatic  lesions  in  hepatic 

cirrhosis,  679 
Landry's  paralysis,  917 
LandMeiner,  on  sweat-gland  adenoma,  377 
Landsteiner  and  Stoerk,  on  malakoplakie, 

735 
Lang's  solution,  formula  for,  978 
Langerhans,  islands  of,  degeneration  of, 

654 
development  of,  ref.,  655 
hypertrophy  of,  ref.,  655 
Langhans'  cells,  771 
Ixingtnann,    on    hiemosporidia,    117;     on 

snake  poison,  398 
Iximand  Tax^el,  on  appendicitis,  639 
Lapin,  on  bronchiectasia  in  children,  541 
Ixirkin,  on  multiple  neuroma,  372 
Lardaceous  degeneration,  48 
Lartlgau,  on  atypical  typhoid,  238;  on  B. 
coli,  209;  on  B.  pyocyaneus,  211;  on  B. 
pyocyaneus  in  dysentery,  629;   on  bac- 
teriology of  angina,  600;  on  concurrent 
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infection  in  tuberculosis  of  lungs,  582; 
on  gonorrhoeal  endocarditis,   497;    on 
hyperplastic  tuberculosis  of  intestine, 
634;   on  M.  tetragenus,  211;  on  trans- 
mission of  typhoid  bacillus  to  foetus, 
239;  on  uterus  in  typhoid  fever,  238 
Lartigau  and  Xicoll,  on  adenoids,  532,  601 
Laryngitis,  acute  catarrhal,  533 
chronic  catarrhal,  534 
croupous,  534 
phlegmonous,  535 
pseudomembranous,  534 
suppurative,  535 
syphilitic,  .535 
tuberculous,  535 
Larynx,  532 

amyloid  masses  in,  537 

cysts  of,  536 

examination,   post-mort€m,   of,  958, 

974 
foreign  bodies  in,  414,  418 
ha?morrhage  in,  533 
inflammation  of  (see  Laryngitis),  533 
lymph  nodules  of,  ref.,  600 
malformations  of,  532 
oedema  of,  533 
preservation  of,  959 
syphilis  of,  535 
tuberculosis  of,  535 
tumors  of,  536 
LasiOf  on  regeneration  of  mucous  mem- 
brane  of  bladder,    735;     on   repair   of 
bladder  mucosa,  71 
Latent  infection,  ref.,  150 
Ldwetif  on  rhabdomyosarcoma  of  uterus 

764 
Le  Count,  on  lymphoma,  450 
Lead  poisoning,  395 
Legry,  on  lung  stones,  590 
Leiomyoma,  367 

of  oesophagus,  604 
ovaries,  780 
veins,  526 
Leishman-Dono van  bodies,  115 
Leishman's  method,  181 
Leith,  on  phlegmonous  gastritis,  610 
Lentz,  on  dysentery,  629 
Leonhanity  on  myxoma  of  heart,  508 
Leopold  and\cvl,  on  moulds,  146 
Lepra,  262 

ana'sthctica.  924 
bacillus  of,  253.  2m 
Leprosy,  202 


Leprosy  of  nervous  system,  924 

orchitis  in,  810 
Leptomeningitis,  861 
Leptothrix,  130,  227,  597 

in  vagina,  747 
Leucin  in  acute  yellow  atrophy  of  liver,  668 
Leucocytes,  428 

amitosis  in,  68 

as  phagocytes,  103,  107,  160,  176 

as  pus  cells,  196 

basophile,  428 

classification  of,  427 

development  of,  77 

emigration  of,  83 

eosinophile,  428 

fatty  degeneration  of,  431 

forms  of,  427 

in  abscess,  88 

cytolysis,  176 
granulation  tissue,  92 
inflammation,  107 
leukiemia,  439 
suppuration,  193 

*' irritation  forms,"  431 

methods  of  securing,  189 

mononuclear,  428 

myelocytes,  430 

normal,  427 

polynuclear,  428 

regeneration  of,  77 

transitional,  428 
I^eucocythspmia,  438 
Leucocytosis,  428  / 

cachectic,  430 

forms  of,  429 

hypo-,  430 

in  infection,  429 

mixed.  430 

pathological,  429 

physiological,  429 

pneumcmic,  214 

polynuclear,  429 
eosinophile,  430 

pya»mic,  200 
Leucolj'tic  serum.  172 
Leucomains,  134 
Leuco-protease,  104 
Leukfpmia,  438 

liver  lesions  in,  684 

lymphatic,  acute,  438 
chronic,  438 

lymph-nmle  lesi(ms  in.  -150 

marrow,  changes  in,  846 
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]x*uka>inia,  myelop'iious.  ncutc\  4,'{^ 
chronic,  4li\i 
pHCU(i(>-,  440,  4oO 
8pU»en,  lesions  in,  462 
l^ixitiiti,  on  stnininf^  Spiroclupte  palliiia, 

270 
I^i'ene,  on  autolysis.  1(H> 
lA'wis.  on  acromegaly.  410 
l^irkoirU'z.  on  bacteria  in  mouths  of  nura- 

linjcs,  o98 
Lexer,   Kuliya.  ami   Turk,   on   n*lation  of 
bl(H)<l   supply   in   hone   to   tulK»rculous 
lesions,  8.'i8 
Libman,  on  paratyphoid,  241 :  on  sarcoma 

of  small  intestine.  (>41 
Liefterkiihfi,  cr>'pts  of,  n'f.,  ().*>3 
LiefmanUf  on  |M)llen  of  plants  as  excitants 

of  hav  fever,  ').'{! 
Lightning,  injuries  from.  9 
lYni  Lingehheim,  on  stn'ptococcus,  206 
Lip,  han',  304,  r>l»4 
Lipa^mia,  A'^^ 
LJjxmia.  361 

of  apiK'ndix,  641 
brain,  924 
bronchi,  542 
dura  mater  ct»r(»bralis,  S58 

spinalis,  S<)9 
e|K'n(lyma.  S74 
Fallopian  tubes,  791 
heart.  ">0S 
intestine,  (W9 
joints,  854 
kidneys,  726 
larj'iix,  536 
liver,  686 
mouth.  596 
nuiscle,  824 
cesophagus.  (iO\ 
jK»nis.  805 
IM^ricardi'.un,  474 
jK»ritoneum,  617 
pia  mater  wrebralis,  867 
pie  ira,  592 
scrotum.  805 
spinal  cord,  925 
stomach,  ()13 
testicles.  SIO 
toiijrue,  597 
vulva.  7  '5 
jKTirenal,  (>4S 
re(n»|H'ritoneMl,  (U8 
Lipomatosis.  43 


Li|>s.  malformations  of,  594 

tumors  of,  59() 
Little,  on  B.  aerogenes,  280 
Liver,  (>59 

abscess  of,  673,  (W6 
amcebic,  673 
bacteria  in,  673 
metastatic,  674 
multiple.  674 
tropical,  673 
accessary.  6,59 
adrenal  tissue  in,  686 
agglutinative  thromVn  in,  666 
ama»ba  coli  in,  673 
anu>mia  of,  VAii) 
atrophy  of,  065 

acute  yellow.  6(>7 
bacteria  in,  674 

biliary  passages,  lesions  of  (see  Gall- 
ducts).  690 
"bronze."  672 
calcification  of,  672 
capsule,  inflammatifm  of,  684 
changes  in  |>osition  and  size  of.  659, 951 
cirrhosis  of,  675 

anthracotic.  681 
ascites  in.  679 
assDciatetl  lesions  in,  679 
atrophic,  676 
"biliary,"  679 
congenital,  680 
experimental,  ref..  680.  681 
hy|)ertrophic.  (>79 
nature  of,  (>8() 
l>ortal  circulation  in,  678 
congestion  of,  661 
cysts  in  tumors  of,  686 
cysts  of.  688 
cytolysis  in.  666 
degenerations  of,  667 
(lest  met  ion  of  bacteria  in.  150 
discoloration,  post-mortem,  of,  965 
displacements  of,  6i>9 
eclam|)sia,  lesions  of,  in,  6.38 
elect  of  tight  lacing  on,  951.  965 
embolism  in,  663 
examination,   post-mortem,   of,   951, 

964.  974 
fat  in.  609 
*•  foamy."  280,  6S8 
focal  necrosis  in.  236 
gall-<lucts.    new-formed,  in  cirrhosis. 
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Liver,  gall-passages,  lesions  of  (see  Gall- 
bladder and  -ducts),  690 

gas  bubbles  in,  688 

grooves  and  furrows  in,  965 

gumma  in,  681 

hsemorrhage  of,  660 

"hob-nail,"  676 

holes  in,  688 

hydatids  of,  689 

hyperspmia,  660 

infarctions  of,  662,  663 

infiltration,  fatty,  of,  669 

inflammation  of  (see  Hepatitis),  673 

jaundice  with  necrosis  of,  666 

lesions  of,  in  typhoid  fever,  236 

l)rmphatic  tissue,  hyperplasia  of,  in, 
684 

malarial,  lesions  of,  672 

malformations  of,  659 

malpositions  of,  659 

metabolism  of,  disturbances  of,  668 

necrosis  of,  665 

*' nutmeg,"  661,  669 

parasites  of,  689 

I)erihepatitis,  684 

pigmentation  of,  672,  681 

position  of,  951 

preservation  of,  965 

regeneration  of,  72 
egenerative  changes  in,  ref.,  667 
eversion  of  cells  in  cirrhosis,  678 
upture  of,  660 

size  and  weight  of,  964 

solitary  tul)ercles  of,  684 

syphiUs  of,  681 

thrombosis  in.  663,  666 

tuberculosis  of,  682 

tumors  of,  685 

typhoid  fever,  lesions  of,  in,  236 

vessels,  lesions  of,  662 

wounds  of,  659 
Lividity,  cadaveric,  934 
Livingood,  on  sjircoma  of  oesophagus,  604 
Lobelia  poisoning,  399 
Lochte,  on  thymus,  464 
Locke,  on  lesions  of  burning,  9 
Lock-jaw,  275 
Locomotor  ataxia,  905 
Lode,  on  infection  and  cooling  of  body,  565 
Loeh,  on  artificial  parthenogenesis,  79;  on 

tumors  of  thyroid,  466 
Ldffler,  diphtheria  bacillus  of,  271 
Ldffler's  stain  for  bacteria,  139 

6s 


Lohrhch,  on  tumors  of  mediastinum,  587 
Longcojte,  on  bone-marrow  in  typhoid,  238; 
on   complement,    187;     on    Hodgkin's 
disease,  44 1 ;  on  tuberculosis  of  thoracic 
duct,  246 
Longcope  and  Fox,  on  pneumococcus,  214 
Lonicer,  on  congenital  syphilis,  682 
LoomU,  on  gummata  of  heart,  494 
Lordf  on  flies  and  tuberculosis,  259;    on 

influenza  bacillus,  228 
Lossen,  on  cells  in  exudative  peritonitis, 

644 
Lothrop  afid  Pratt,  on  filaria,  126 
Louse,  127 

Low,  on  appendicitis,  639 
Lowit,  on  hypoleucocytosis,  430 
Lubarsch,  on  bone  in  tonsils,  600;  on  endo- 
thelioma, 360;    on  intestinal  tubercu- 
losis, 258;    on  parenchyma-cell  emboli, 
28 
Ludke,  on  tubercle  bacillus  in   blood  in 

pulmonary  tuberculosis,  569 
Luh^,  on  malaria,  299 
Lungs,  544 

abscess  of,  563 
absence  of,  544 
accessory,  544 
actinomyces  in,  563 
anaemia  of,  544 
anthracosis  of,  552,  567 
apical  vulnerabiUty,  ref.,  582 
as  portal  of  entry  for  micro-organ- 
isms, 551 
asphyxia,  lesions  of,  414 
atelectasis  of,  547 
autolysis  in  exudates,  557 
bacteria  in,  552;  ref.,  565 
gangrene  of,  551 
broncho-pneumonia,  559 
brown  induration  of,  545 
calcifications  of,  ref.,  590 
"camified,"  548 
cavity  formation  in,  580 
chalicosis  of,  567 

circulatory  changes  in,  544;   ref.,  565 
congestion  of,  545 
cysts  of,  587 
embolism  of,  547 
emphysema  of,  548 
epithelium  in,  inflammation  of,  552, 

566 
examination,   post-mortem,  of,  957, 
973 
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LungB,  exudation  in.  5.32,  556 

gangrene  of,  550 

hjemorrhage  of,  546 

hepatization  of,  555 

hypera^niia  of,  544 

hypostatic  congestion  of,  ,)63 

infarctions  of,  546 

inflammation  of  (see  Pneumonia),  551 

injuries  of.  544 

interstitial  pneumonia.  565 

lobar  pneumonia.  554 

lobular  pneumonia,  559 

lobule,  ref.,  553 

lymph- vessels  of,  552 

malformations  of,  544 

method  of  study  of  circulation  in,  112 

oedema  of,  544 

perforation  of,  544 

phthisis  of,  578 

pigmentation  of,  552,  566 

pneumokoniosis,  567 

portal  of  entry  of  bacteria,  ref.,  565 
entry  of  tubercle  bacilli  into,  569 

preservation  of,  958 

siderosis,  567 

stones,  ref.,  590 
in  bronchi,  543 

streptothrix  in,  563 

structure  of,  551 

suppuration  in,  in  lobar  pneumonia, 
559 

syphilis  of,  584 

thrombosis  of,  547 

transposition  of,  544 

tuberculosis  of.  569 
apex  in,  582 
cavities  in,  577,  580 
complex  forms,  578 
concurrent  infection  in,  582 
diffuse.  578 

distribution  of  lesions  in,  582 
experimental,  583 
focal,  570 
healing  in,  581 
miliary,  acute,  570 

chronic.  573 
modes  of  infection  in,  257, 

569,  571 
secondary  lesions  in,  581 

tumors  of,  .385 
Lupus,  261 
Lusk,  on  nutrition,  8 
Lustgarten,  bacillus  of,  268 


Lymphadenitis,  tuberculous,  generalized, 

449 
Lymph-adenoma  of  meiliastinum,  587 
Lymphangiectasis,  527 
Lymph-angioma.  374,  527,  688 
Lymphangitis,  acute  infective,  528 
syphilitic,  529 
tuberculous.  528 
L^'mpliatic  constitution,  411 
tissue,  442 
varix,  527 
Lymph  follicles,  442 

-glands  (see  Lymph -nodes),  442 
-nodes,  442 

as  bacterial  filters,  149 
atrophy  of,  442 
bacteria  in.  ref.,  442 
bronchial,  association  of  pigmen- 
tation and    tuberculosis, 
ref.,  543 
lesions  of,  543 
pigmentation  of,  543 
tubercle  bacilli  in,  543 
degeneration  of,  443 
general  characters  of.  442 
germicidal  action  of.  ref.,  149 
lisemo-,  451 
Hodgkin's  disease,  lesions  of,  in, 

440 
hyperplasia  of,  449 
in  leukflpmia,  438 
in  scrofula,  448 
in  status  lymphaticus,  412 
in  typhoid  fever,  235 
inflammation  of,  444 
tuberculous,  447 
mesenteric,  tuberculosis  of,  625 
oedema  of.  443 
parasites  in,  451 
pigmentation  of,  443 
regeneration  of,  76;  ref.,  447 
scrofula  of,  448 
suppuration  of,  446 
syphilis  of,  449 
t  racheal,  lesions  of,  543 
tubereulosis  of,  258,  447 
tumors  of,  450 
-nodules,  442 

of  larjmx  and  oesophagus,  ref., 
600 
Lymphocytes,  427 
Lymphocytosis,  429,  430 
Lymphoma.  449 
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l^ymphoma  of  intestine,  640 
lungs,  585 
mediastinum,  587 
stomach,  614 
Lympho-protease,  104 
Lymphorrhagia,  528 
Lympho-sarcoma,  351 
of  dogs,  ref..  332 

mediastinum,  587 
Lymph-vessels,  characters  of,  527 
dilatation  of,  527 
dissemination    of    tumors    through, 

529 
inflammation  of,  528 
of  lungs,  552 
of  nose,  ref.,  531 
regeneration  of,  76 
thrombosis  of,  27,  528 
tumors  of,  529 
Lysis,  168 
Lytic  substances,  168 

MacCalluni,  on  ha^mangiomata  of  intes- 
tines, 6139;  on  haematozoa  of  birds,  298; 
on  lesions  of  goitre,  405;  on  parathy- 
roid, 466;  on  phleg.nonous  enteritis, 
624;  on  regenerative  changes  in  liver, 
667;  on  reparative  phases  of  cirrhosis, 
681;  on  segmentation  of  myocardium, 
488 

McCrae,  on  bums,  9;  on  collodiiim  sacs, 
301;   on  mycotic  aneurisms.  518 

McCrae,  Fyshe,  and  Ainley,  on  analysis  of 
cases  of  acute  lobar  pneumonia,  557 

Macfadyen  and  MacConkey,  on  tubercle 
bacilli  in  mesenteric  lymph-nodes,  625 

McFariand,  on  vaginitis,  746 

McMurrich,  on  development  of  body,  971 

McXeal  and  Xory,  on  culture  of  protozoa, 
115 

McWeeny,  on  rupture  of  oesophagus,  602 

Mac^f  on  bacteria  in  mouth,  598 

Machardy  on  lesions  of  gall-bladder,  690 

Macrocytase,  177 

Macrocytes  in  cytolysis,  177 

Macrogametes,  298 

llacroglossia,  527,  597 
phages,  103 
lura-foot,  227 

,  on  bacteria  in  mouth,  598 
pyocyanique,  210 

e  of  bladder,  urinary,  735 
203 


Malaria,  »stivo-autumnal  type,  296 
bibliography  of,  299 
blood,  lesions  of,  in,  293 

method  of  examination  of,  in, 
•299 
chronic,  294 
excitant  of,  295 
lesions  of,  293 
mosquitoes  as  intermeiliary  host  in, 

•297 
parasite  of,  295 

crescent  bwlies  of,  296 
flagellate  bodies  of,  298 
pigmentation  of  liver  in,  672 
Plasmodium  of,  295 

in  kidney,  711 
quartan  type  of,  295 
tertian  type  of,  295 
visceral  lesions  of,  294 
Malformations,  303 

involving  single  individuals,  304 
two  individuals,  210 
Malignancy  in  tumors,  325 
Malignant  pustule,  222 
Mallory,  on  excitant  of  scarlet  fever,  292; 
on  focal  necrosis  in  liver,  665;  on  fibro- 
glia  flbrils,  344;    on  lesions  of  typhoid 
fever,  *234;   on  myoglia  fibrils,  368;   on 
necroses  of  liver,  665,  666;  on  neuroglia 
fibrils,  367 
Mallory  and  Wright,  on  staining  acid  crys- 
tals, 44 
Mallory 's  anilin-blue  stain,  984 
Malta  fever,  278 
Mamma,  792 

abscess  of,  794 
absence  of.  792 
accessory,  792 
cysts  of,  802 
hsBmorrhage  in,  792 
hyperplasia,  cystic,  of,  795 
hypertrophy  of.  797 
inflammation  of  (see  Mastitis),  793 
male,  lesions  of,  817 
malformations  of,  792 
nipple,  inflanmiiations  of,  793 
regeneration  of,  72 
supernumerary,  792 
syphilis  of.  796 
tuberculosis  of,  795 
tumors  of,  797 
ulcers  of,  796 
ManoBse^  on  amyloid  masses  in  larynx,  537 
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Mandiehaum,  on  teratoma  of  meiliasti- 
num,  587 

Manfrali,  on  penniciihil  notion  of  lyniph- 
noiles,  149 

Manhnpskij,  on  preparinjc  brain  sections, 
987 

Mann,  on  melanin.  Tm;  on  micro-chemical 
reactions  for  iron.  53 

Mnnmiherg,  on  protozoa,  113 

ManMtn,  on  trypanoaomes,  113 

Marchantl.  on  endothelioma,  360;  on  mal- 
formations. 30,3:   on  pathology  ami  em- 

bryolojo*.  3:i8 

March  I,  tm  dcj^eneration  of  nervous  sys- 
tem. 902 

Marehi's  metluMl  of  staining  nerve  tis-mie, 
894,  89.').  9lM).  94(>.  949 

Marchiafani  ami  liignami,  on  malaria,  299 

Marcus,  on  entrance  of  bacteria  through 
int<?8tine.  (>45 

Marfan,  on  bronchial  lymph-nodes,  543; 
on  concurn'Ut  infection  in  tulK'rculosis 
of  lungs.  .')82 

Marie,  on  di.s<»as*'s  of  spinal  cortl,  IKM 

Marinesnt,  on  chromatolysis,  898 

Mam)\v.  bone-,  changes  of,  in  aiurmia  and 
leukaemia.  43(>.  43S,  84() 

Martin,  on  flies  as  carriers  of  typhoid,  149 

Martin  and  liennie^  on  cardiac  throm- 
boas,  484 

Marx,  cm  sarcoma  of  liver,  687 

Mast  cells,  347 

Mastigophora.  114 

Mastitis,  793 

acute  exudative,  793 
chronic,  794 
suppurative,  793 
tuberculous.  795 

Maximow,  on  exiwrimental  amyloid  de- 
generation, 50 

Measles,  293 

Meckel's  diverticula,  306,  618 

Mediastinitis,  chronic,  587 

Mediastinum,  lesions  of,  587 

Medico-legal  autoi>8ies,  970 

Mcgaloblasts,  427 

Megalocytes,  425 

Melana*mia,  431 

Melanin,  55 

Mdtzer,  on  protection  of  bo<ly  against  bac- 
teria, 149;  on  pulmonary  oedema,  540; 
on  pyloric  stenosis,  606;  on  transuda- 
tion, 21 


Membranes  and  ventricles  of  brain,  855 
Membranous  dysmenorrhcea,  754 
Mendelsohn,  on  apoplexy  of  thymus,  464 
Menetrier,  on  epithelial  metaplasia,  63 
Meningitis,  acute,  861 

excitants  of,  218 
acute     exudative,     bacteriology    of, 

220 
basiliar,  864 
cellular,  861 
cerebro-spinal,  acute,  bacteria  of,  2  If 

epidemic,  bacteria  of,  218 
chronic,  864 
endarteritis  in,  511 
exudative,  8()1 
purulent,  861 

relation  of  middle  ear  to,  ref.,  864 
spinal,  870 
suppurative,  861 
syphiUtic,  866 
tuberculous,  864 
tyi)hoiii,  ref.,  238 
Meningocele,  307 
Menstruation,  changes  in  utenis  during, 

968 
Mercuric  chloride  in  tissue  fixation,  978 
Merismo|)edia,  130 
Merkel,  on  Iwme  in  lymph-nodes,  448;   on 

liver  tumors,  686 
Merozites  in  malaria,  295 
Mesentery,  cysts  of,  650 

embolism  and  thrombosis  of  vessels 

of,  622 
method  of   study  of  circulation  in, 

110 
of  frog  in  inflammation,  82 
tuberculosis  of  lymph-nodes  of,  625 
Meday  and  Parent,  on  tuberculosis  of  pa- 
rotid, 651 
Mesothelium,  ref.,  90;   ref.,  357 
Metabolic  pigment,  55 
Metachromatic  granules  in  bacteria,  129 
Metaplasia,  62 
Metastasis  in  tumors,  324 
Metcalf  and   Stafford^    on    carcinoma   of 

ureter,  737 
Meichnikoff,   on   immunity  in  infectious 
diseases,  149;    on  comparative  pathol- 
ogy of  inflammation,  105;  on  C3rtoly8iB, 
176 
Metchnikoff  ami  Roux,  on  syphilis,  268 
Methylene  blue  as  staining  agent,  985 
stain  for  nerve  tissue,  930 
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Methyl-violet  stain  for  amyloid,  50 
Metritis,  acute,  757 
chronic,  758 
para-,  758 
peri-,  758 
Metrorrhagia,  20 

Meyer f  on  obstruction  of  vena  cava,  524; 
on  regeneration  of  lymph-nodes,  77,  442 
Meynert's  method  of  opening  brain,  944 
Mice,  tumors  in,  336 
Micrencephalus,  308 
Microbes,  128 
Microcephalia,  875 
Micrococci,  128 
Micrococcus  catarrhalis,  220 
gonorrhoeae,  216 
melitensis,  278 
tctragenus,  211 
Microcytase,  177 
Microcytes,  425 
Microgametes,  298 
Micron,  129 

Micro-organisms  (see  Bacteria) 
forms  of,  128 
in  air,  ref.,  148 
in  inflammation,  87 
invisible,  301 

relation  of,  to  disease,  148 
ultramicroscopic,  301 
Microphages,  103 
Microsporon  furfur,  146 
Microtome,  983 

Mieczkowski,  on  gall-stones  and    micro- 
organisms, 095 
Miescher,  tubes  of,  117 
Mignoij  on  Me  of  micro-organisms  in  gall- 
stones, 695 
Miller,  on  bacteria  of  non-pregnant  uterus, 
754;    on  dead  tubercle  bacilli,  255;    on 
histology  of  lungs,  553;   on  lymph-ves- 
sels in  lungs,  552 
Minot,  on  cells  and  old  age,  69;    on  em- 
bryological  basis  of  pathology,  338;   on 
endothelium  and  mesot helium,  357;   on 
retrogressive  processes,  35 
Misick,  on  teratoma  of  liver,  688 
Mitchell,  on  foreign  bodies  in  appendix,  638 
Mitosis,  65 

abnormal,  66 
MUulescUf  on  tubercle  bacilli  on  books,  259 
Moles  of  placenta,  774 

pigmented,  of  skin,  352 
Molluscum  contagiosum,  390 


Moniez,  on  parasites,  127 
Monomorphism  in  bacteria,  131 
Monsters,  304 

double,  311 
Monti  and  Berggriin,  on  aniemia  of  child- 
hood, 441 
Moore,  on  vaccination,  291;   on  infectious 

diseases  of  animals,  302 
Morbus  maculosus  neonatorum,  21 
Morf,  on  sarcoma  of  thyroid,  466 
Morgan,  on  regeneration,  69 
Morphine  poisoning,  396 
Morris,  on  deimoid  cysts  of  mediastinum, 

,587 
M arrow  f  on  leprosy,  263 
Morse,  on  cirrhosis  in  childhood,  680 
MoschcowUz,  A.  v.,  on  carcinoma  of  ap- 
pendix, 641;   on  tetanus,  276 
MoschcowitZf  E.,  on  non-parasitic  cysts  of 

liver,  688 
Moser,  on  tuberculosis  of  heart,  494 
Moser  and  von  Pirquet,  on  agglutination  of 

streptococcus,  206 
Mosny,  on  typhoid  and  oysters,  239 
Mos<iuitoe8  in  malaria,  297 
vellow  fever,  287 
Most,  on  lymi)h- vessels  of  nose,  531 
Mouisset  and  Mouriijuand,  on  sublimate 

poisoning,  395 
Moulds,  146 

as  excitants  of  pneumonia,  564 
method  of  study  of,  147 
Mouth,  594 

bacteria  in,  597;  ref.,  598 
cysts  of,  596 

inflammation  of  (see  Stomatitis),  594 
malformations  of,  594 
micro-organisms  in,  597 
Rjlihilis  of,  595 
tuberculosis  of,  595 
tumors  of.  596 
Mucin  in  cells,  45 
stain  for,  986 
Mucous  degeneration,  45 
patches.  265 

of  mouth,  596 
vulva.  744 
Miihlmann,  on  senility,  36 
Midler,  on  abrin  and  ricin  intoxication, 
198:    on  infection  and  immunity,  191; 
on  lipoma  of  kidneys.  726;   on  method 
of  determinins:  heart  weight,  506;    on 
natural  immunity,  159;  on  th3rroid,  465 
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Miiller's  fluid,  formula  for,  977 
MulzfT,  on  Spirochete  pallida,  269 
Mummification,  58 
Muscle,  818 

atrophy  of,  818 

lipomatous,  of,  821 
progressive,  of,  819 
spinal,  903 

calcification  of,  822 

degenerations  of,  821 

embolism  of.  823 

hemorrhage  of.  823 

hyperplasia,  replacement,  of.  824 

hypertrophy  of,  821 
pseudo-,  of.  821 

infarctions  of,  823 

infiltration,  fatty,  of,  821 
hydropic,  of.  822 

inflammation  of  (see  Myositis),  823 

injuries  of.  823 

necn>sis  of,  818 

parasites  of.  82,") 

regeneration  of,  70 

relation  of,  to  circulation,  15 

rupture  of.  823 

syphilis  of.  824 

tuberculosis  of,  824 

tumors  of.  824 
Museum  Hj)ecimens.  metluMl  of  preparing, 

98() 
Mwtgrar€  and  Clegg,  on  amceba.  1 14 
Mustfcr,  Pearce  and  Owyn,  on  actinomy- 
cosis, 227 
Mycosis,  intestinal,  224,  642 

pharyngis.  598 
Myelin  in  adrenals,  ref.,  467 

cells  and  degeneration,  ref.,  42 
Myelitis,  acute  disseminated,  914 

anterior  horn.  915 

central,  915 

chronic,  920,  921 

parenchymatous,  ref.,  914 

peripheral,  915 

polio-,  anterior.  915 

transverse,  914.  921 

unilateral,  915 
Myelogenous  substances  in  cell,  ref.,  41 
Myeloma.  849 
Myelomeningocele,  307 
Myocarditis,  acute  suppurative.  490 

chronic  interstitial,  491 

gonorrhopal,  ref..  490 

interstitial,  490 


Myocarditis,  suppurative,  490 
syphilitic,  494 
tuberculous,  494 
Myocardium,  fragmentation  and  segmei: 
tation  of,  488 
lesions  of  (see  Heart) 
Myoma,  367 

adenomatous,  of  utenis,  763 
kevicellulare,  367 
of  appendix,  641 

Fallopian  tubes,  791 
heart,  508 
intestine.  639 
kidneys,  726 
oesophagus:  604 
ovaries,  780 
parotid,  652 
stomach,  613 
testicle.  811 
utenis,  760 
vagina.  747 
veins,  526 
Niilva,  745 
striocellulare,  369 
Myomalacia.  41K) 
Myosarcoma  of  veins,  526 
Myositis,  chronic,  823 
exudative.  759 
interstitial,  823 
ossificans.  824 
suppurative,  823 
syphiHtic,  824 
tuberculous,  824 
Myxochondroma,  363 
Myxoedema,  403 
Myxoma,  346 
of  bone,  847 
brain,  924 

dura  mater  spinalis,  869 
heart,  508 
larynx,  536 
liver,  688 
lymph-nodes,  451 
mamma,  798 
mamma,  male,  817 
muscle,  824 
nerves,  927 
parotid,  651 
pia  mater  cerebralis,  867 

spinalis,  870 
salivary  glands,  651 
Myxosarcoma,  927 
Myxosporida,  116 
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Nabothian  glands,  755 

Naegeli,  on  statistics  of  tuberculosis,  257 

N«vi,  vascular,  373 

Nagana,  114 

Nehdihau,  on  intestinal  tuberculosis,  625 

Neck,  appearance  of,  in  strangulation,  972 

cysts  of,  598 
Xecker,  on  statistics  of  tuberculosis,  257 
Necrobiosis,  36 
Necrosis,  36,  56 
coagulation,  58 
fat,  59,  655 

of  pancreas,  655 
focal,  198 
of  appendix,  637 
bone,  839 
kidneys,  700 
liver,  665 
muscle,  818 
phosphorus,  of  bone,  840 
Negri  bodies,  283 
Neisser,  on  syphilis,  268 
Neisser  and  Lipstein,  on  staphylococcus, 

203 
Seisser  and  Sachs,  on  blood  differentia- 
tion, 180 
Neisser  and  Scholtz,  on  gonococcus,  218 
Nematoda,  122 
Nephritis,  diffuse,  acute,  706 

degenerative  type,  709 
excitants  of,  710 
exudative  type,  709 
glomerular  type,  709 
luemorrhagic  type,  709 
interstitial  type,  709 
parenchymatous  type,  709 
productive  type,  709 
variations  in  tj-pe,  709 
diffuse,  chronic,  712 

excitants  of,  719 

general    considerations    of, 

713 
indurative  type,  710 
interstitial  type.  710 
parenchymatous  type,  714 
variations  in  type,  718 
experimental,  ref.  719. 
exudative,  709 

general  considerations  of,  703 
glomenilo-,  707 
interstitial,  709,  710 
malarial.  71 1 
pen-,  /JJ 


Nephritis,  productive,  709 
pyelo-,  suppurative,  721 
suppurative,  704 
syphilitic,  721 
tuberculous,  720 
Nephrolytic  senim,  172 
Nephroma,  hyper-,  727 
Ner\-e  cell,  degenerations  of,  894 
nature  of.  890 
pigment  in,  890 
structure  of.  890 
fibres,  degeneration  of,  894 

Marchi's  method  of  staining,  929 
myelin  sheath,  891 
Schwann  sheath,  891 
tissue,  eosin-hsematoxylin  stain  for, 
929 
Held's  method  of  staining,  930 
methods     of     preparation    and 

study,  929 
Nissl's  method  of  staining,  930 
regeneration  of,  69,  897 
Weigert's  method  of  staining,  929 
Nerves,  degeneration  of,  894,  918 

degeneration  of  neurone  after  injury 

to,  894 
in  tumors,  344 

inflammation  of  (see  Neuritis),  918 
injuries  of,  878 
leprous  inflammation  of,  924 
morphology  of,  889 
preservation  of,  949 
regeneration  of,  899 
relation  of,  to  circulation,  15 
sclerosis  of,  919 
tumors  of,  927 
Nervous  system,  855 

artefacts  of,  ref.,  875 
degeneration,  primary,  of,  903 

secondary,  of.  901 
degenerations,  894,  899 
method  of  preparation  and  study, 

929 
neurone  theory  of,  890 
regeneration  of,  899 
syphiHs  of,  923 
tuberculosis  of,  922 
tumors  of,  92  4 
encephalitis  in,  920 
Netter,  on  antiplague  serum,  279;  on  pneti- 
mococcus  in  empyema,  591 ;  on  bacteiu 
in  pleuritis,  589 
Neuberger,  on  calcification  of  kidneys,  703 
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Neufdd,  on  agglutination  of  streptococcus, 

206 
Neufdd  and  Rimpau,  on  opsonins,  182 
Neufdd  and  Topfer,  on  opsonins,  182 
Neumann,  on  bacteria  of  nose,  531 
Neurilemma,  regeneration  of,  895 
Neuritis,  acute,  918 
chronic,  919,  921 
exudative.  918 
multiple,  918 
Neuro-epithelioma,  367,  387 
Neuroglia  cells,  types  of,  894 
genesis  of,  339 
hyperplasia  of,  899 
nature  of,  893 
Neuroglioma  ganglionare  of  brain,  924 
Neurolytic  serum,  172 
Neuroma,  369 

amputation,  878 
of  adrenals,  468 
liver.  686 
nerves,  927 
Neurone,  degenerations  in,  894,  901,  903 
nature  of,  890 

theory  of  nervous  system,  890 
Neurones,  action  of  fatigue  on.  898 
action  of  toxins  on,  896 
degeneration,  primary,  of,  903 

secondary,  of,  901 
motor,  cortico-spinal,  900 

degeneration  of,  904 
peripheral,  900 

degeneration  of,  903,  904 
upper,  900 
sensory,  lower,  900 
peripheral,  900 

degeneration  of,  905 
upper,  900 
systems  of,  899 
New-bom,  examination,  post-mortem,  of, 
971 
size  and  characters  of,  971 
tissues,  preservation  and  staining  of, 
974 
Newman,  on  malignant  disease  of  tonsil, 

002 
Nichols,  on  lesions  of  ganglion  cells  in  ty- 
phoid fever,  238;   on  transplantation  of 
organs,  78;    on  tumor  transplantation, 
336 
Nicclas  and  Benu,  on  spleen  in  infection, 

150 
Nipple,  eczema  of,  793 


Nipple,  inflammation  of,  793 
Nisal's  method  of  staining  nerve  tissue,  929 
Nocard  and  Ledain<^,  on  infectious  dis- 
eases of  animals,  302 
Noma,  595 

of  vulva,  744 
Normoblasts,  427 
NarrU,  C.  C,  on  carcinoma  of  appendix, 

641 
Norris,  Charles,  on  bacterial  precipitins, 

180 
Norris,  G.  W.,  on  tuberculous  pericarditis, 

473 
Norris  and  Ixirkin,  on  streptothrix  pneu- 
monia, 227,  563 
Norris  and  Papi^nheimtr,  on  pneumococ- 

cus,  214;  on  spirocluete,  277 
Northrup,  on  interlobular  emphysema  of 
lung,    549;     on   tuberculous   bronchial 
lymph-nodes,  448 
Northrup  and  Crandall,  on  scuny  in  in- 
fants, 410 
Norton,  on  persistent  thymus,  463 
Nose,  530 

bacteria  in,  531 
haemorrhage  in,  530 
hay  fever,  ref.,  531 
inflanmiation  of,  530 
lymph- vessels  of,  ref.,  531 
malformations  of,  530 
mucous  membranes  of,  530 
polyps  of,  531 
tumors  of,  532 
Navy,  on  trypanosomes,  1 14 
Novy  and  Knapp,  on  spirochete,  277;   on 

spirochete  pallida,  269 
Noyes,  on  accessory  adrenals,  467 
Nutrient  media  for  bacteria,  140 
Nutrition,  disturbances  of,  8 

as  determining  disease,  8 
Nuttall,  on  blood  immunity  and  blood  rela- 
tionship,  170,    179;    on  B.  a^rogenes, 
280;   on  precipitins,  179;   on  r61e  of  in- 
sects in  infection,  149 
NuUall  and  Shipley,  on  Anopheles,  299 
Nux-vomica  poisoning,  398 
Nympha?,  malformations  of,  743 

Obermeier,  spiroclicete  of,  277 
Occupation,  relation  of,  to  disease,  8 
Ochronosis,  55 
Odontoma,  366 
(Edema,  21 
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Giklema,  malignant,  280 
of  brain,  881 

glottis,  533,  959 
labia,  743 
larjmx,  533 
lung,  544,  546 
pia  mater  cerebralis,  860 
vulva,  743 
purulent,  195 
Oertel,  on  echinococcus  multilocularis,  689; 

on  multiple  necroses  of  liver,  666 
Oertel's  lesion,  210 
(Esophagitis,  604 
(Esophagus,  602 

abscesses  in,  604 
cysts  of,  605 
dilatations  of,  602 
diverticula  of,  603 
examination,  post-mortem,  of,  958 
foreign  bodies  in,  604 
hsemorrhage  in,  602 
inflammation  of,  604 
lymph-nodules  of,  ref.,  600 
malformations  of,  602 
perforation  of,  602 
preservation  of,  959 
rupture  of,  602 
stenosis  of,  603 
syphilis  of,  604 
tuberculosis  of,  604 
tumors  of,  604 
ulcer  of,  602 

varices  of,  in  cirrhosis,  602 
Oidiomycosis,  144 
Oidium,  145 

albicans  in  mouth,  595 
vagina,  747 
OligocythfiBmia,  423 
Omentum,  cysts  of,  650 

examination,  post-mortem,  of,  950 
hernia  of,  621,  622 
tumors  of,  ref.,  649 
Oophoritis,  777 

acute  exudative,  777 
chronic  interstitial,  777 
syphilitic,  779 
tuberculous,  779 
Ophiih,  on   "acid-proof"  bacilli  in  gan- 
grene, 551;   on  amyloid  substances,  50; 
on  atypical  typhoid,  238 
Opie,    on    accumulation    of    eosinophiles 
after  intraperitoneal  injections  of  bac- 
teria, 645;  on  diseases  of  pancreas,  407; 


on  fat  necrosis,  655;   on  hemochroma- 
tosis, 54;    on  lesions  of  pancreas,  654; 
on  leucoprotease,    104;    on  lymphatic 
varix,  126,  527;   on  relation  of  chole- 
lithiasis and  disease  of  pancreas,  656;  on 
zonal  necroses  of  liver,  666 
OpiU,  on  entrance  of  bacteria  through  in- 
testine, 645 
Opium  poisoning,  596 
Oppenheinif  on  multiple  sclerosis,  920 
Oppenheimer,  on  bacterial  poisons,  151 
Opsonic  index,  185 
substances,  181 
Opsonins,  181 

in  pneumonia,  215 
methods  of  study  of,  183 
Orchitis,  807 

acute  exudative,  807 
chronic,  808 
leprous,  810 
syphilitic,  810 
tuberculous,  808 
Organs,  size  and  weight  of,  ref.,  Vierordt's 

Tables,  938 
Orthmann,  on  retro-ovarian  cysts,  791 
Orth's  fluid,  formula  for,  977 
Oshima,  on  bacteria  in  mouths  of  healthy 
children,  598:    on  tumors  of  kidney  in 
children,  730 
Oder^  on  cretinism,  404;   on  hair  balls  in 

stomach,  618 
Oder  and  McCrae,  on  carcinoma  of  stom- 
ach, 615 
Osmic  acid  as  fixative,  977 
Ossification,  irregular,  in  rickets,  842 
syphilis,  838 
of  bronchi,  542 
muscle,  824 
penis,  805 
Osteitis,  832 

condensing,  835 
ossifying,  833 
rarefying,  833 
suppurative,  835 
syphilitic,  838 
tuberculous,  837 
ulcerative  (see  Caries),  841 
Osteoblasts,  826,  831 
Osteochondroma,  363 

of  mamma,  798 
Osteoclasts.  102,  826,  833 
Osteoid  cancer,  849 
chondroma,  848 
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Osteoid  sarcoma,  849 

tissue,  828 
Osteoma,  364 

malignant,  849 

of  bone,  847 
brain.  924 

dura  mater  cerebralis,  858 
lungs.  585 
mamma.  798 
pia  mater  cerebralis,  867 
spinal  cord,  925 
testicle.  81 1 
Osteomalacia.  845 
Osteomyelitis,  acute.  836 

chronic.  837 

infective.  836 
Osteophytes.  365,  8:J  1 ,  847 
Osteo|)oro6i8,  833 
Osteo-sclerosis,  835 
Ostoses,  847 
Otis  and  Evans,  on  blastomycosis  of  skin, 

144 
Otto,  on  cysts  of  spleen,  462 
Ottolenghi,  on  bacteria  in  blood  of  cadaver, 

935 
Ovarian  pregnancy.  792 
Ovaries.  776 

absence  of.  776 

changes  in  position  and  size  of,  776 

cyst-adenoma  of,  781 

cysts  of.  780 

dermoid.  786 

displacements  of,  776 

examination,  post-mortem,  of,  968 

hspmorrhage  of,  777 

hernia  of.  776 

hyperemia  of.  777 

in  extra-uterine  pregnancy.  792 

inflammation  of  (see  Oophoritis),  777 

malformations  of.  776 

preservation  of,  969 

regeneration  of,  73 

81  ze  and  weight  of.  968 

syphilis  of.  779 

teratoma  of,  78() 

tuberculowH  of.  779 

tumors  of,  779 
Ovaritis  (see  Oophoritis),  777 
Ovula  Xahothi.  772 
Oxyurides  in  bladder,  urinary.  73>^ 
Oxyuris  in  vagina.  747 

vorniirularis,  123 
Oysters  and  typhoid  fever,  239 


Pacchionian  bodies.  859,  940 
Pachydermia  diffusa,  534 

verrucosa,  534 
Pachymeningitis,  856,  869 

acuta  externa,  856,  869 
interna,  856 

chronic.  855,  856,  869 

interna  hiemorrhagica,  855,  857 

syphilitic,  859 

tuberculous.  858,  869 
Packard,  on  tonsils,  600 
Paget's  disease,  793 
Palate,  cleft.  594 
Pancreas,  652 

absence  of,  652 

accessory,  652 

atrophy  of,  653 

autodigestion  of,  653 

bacteria  in,  656 

calculi  in  ducts  of,  658 

cholelithiasis,  effect  of,  on,  656 

concretions  in  ducts  of,  658 

cysts  of,  657 

degeneration  of,  653 

diabetes,  relation  of,  to,  407,  654 

displacements  of,  652 

ducts,  dilatation  of,  657 

examination,  post-mortem,  of,  965 

fat  necrosis  of,  655 

foreign  bodies  in  ducts  of,  658 

gangrene  of,  656 

gummata  in,  657 

htpmorrhage  in,  656 

in  cirrhosis  of  liver,  679 

infiltration,  fatty,  of,  654 

inflammation   of   (see   Pancreatitis), 
656 

liangerhans'  islands,  degeneration  of, 
654 

lesions  of,  in  diabetes,  407 

malformations  of,  652 

necrosis  of,  653 

parasites  of,  658 

preservation  of,  966 

size  and  weight  of.  965 

syphilis  of,  657 

tuberculosis  of,  657 

tumors  of,  657 
Pancreatic  duct,  malformations  of,  652 
Pancreatitis,  experimental,  ref.,  656 

hspmorrhagic,  656 

interstitial,  chronic,  657 

suppurative,  656 
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Pancreatitis,  syphilitic,  657 

tuberculous,  657 
Pancreolytic  serum,  172 
Papilloma,  345 

of  bladder,  urinary,  736 
Fallopian  tube*,  791 
kidneys,  726 
larynx,  536 
lips,  596 
mouth,  596 
oesophagus,  604 
ovaries,  779,  785 
penis,  804 
peritoneum,  647 
stomach,  613 
vagina,  747 
vulva,  744 
Pappenheim,  on  differentiation  of  smegma 
and  tubercle  bacilli,  260;  on  Hodgkin's 
disease,  441 
Paraffin  as  embedding  medium,  981 
Paralysis,  acute,  ascending,  917 
Landry's,  917 
spastic  spinal,  904 
spinal,  infantile,  915 
Parametritis,  758 
Paraphimosis,  804 
Paraplegia,  ataxic,  911 

spastic,  904 
Parasite,  315 
Parasites,  animal,  113 

plant,  128 
Parathyroid,  466 
Paratyphoid,  241 
Parenchymatous  degeneration,  39 
Paresis  of  insane,  brain  lesions  in,  920 
Paris-green  poisoning,  395 
Park,  /?.,  on  deformities  from  osteomye- 

Utis,  a37 
Park,  W.  H.,  on  pathogenic  bacteria  and 

protozoa,  228;  on  serumtherapy,  163 
Park  and  WiUianis,  on  pneumococcus,  214 
Parotid,  650 

inflammation  of  (see  Parotitis),  650 
tuberculosis  of,  651 
tumors  of.  651 
Parotitis,  acute.  6.50 
suppurative.  651 
tuberculous,  651 
Parovarium,  cysts  of,  787 
Parsons,    on  post-typhoid    bone   lesions, 

238 
PdsMer,  on  carcinoma  of  lung,  586 


Pdsder  and  Heineke,  on  heart  hypertro- 
phy, 506 
Pater  and  Rivet,  on  primary  sarcoma  of 

lungs,  585 
Pathological    morphology,    characteriza- 
tion of,  5 
physiology,  characterization  of,  5 
specimens,  preservation  of,  975 
Pathology,  comparative,  302 

definitions,  phases,  and  scope  of,  3,  5 
divisions  of,  5 
general  introduction,  3 
special,  421 
Patolowsky,  on  elimination  of  bacteria,  149 
Payr,  on  transplantation  of  thyroid,  78, 

403 
Pearce,  on  agglutinative  thrombi,  25;  on 
bacteria  in  scarlatina,  292;  on  cytoly- 
sins,  173;  on  degeneration  of  muscle 
fibres  in  heart,  493;  on  development  of 
islands  of  Langerhans,  655;  on  experi- 
mental cirrhosis,  680;  on  leptothrix, 
227;  on  pancreas  in  congenital  syphilis, 
657;  on  pro<iuction  of  liver  necroses  by 
injection  of  ha^magglutinins,  666;  on 
regenerative  changes  in  liver,  667 
Pearce  and  Stanton,   on   artcrio-sclerosis, 

517 
Pearce  and  Winne,  on  relation  of  hemag- 
glutinins to  liver  necroses,  666 
Pearls,  epithelial,  384 
Pearson,  on  immunity  in  tuberculosis,  254 
Pedicuhis  capitis,  127 
Pdlew,  on  arsenic  poisoning,  395 
Penis,  803 

absence  of.  803 

balanitis,  804 

calcification  of,  805 

calculi  of,  805 

condyloma  of,  804 

corpora  cavernosa,  inflammation  of, 

804 
cysts,  dermoid,  of.  805 
sebaceous,  of.  805 
elephantiasis  of.  805 
enlargement  of,  803 
epispadias,  803 
erysipelas  of,  804 

examination,  post-mortem,  of,  966 
fibrous  plates  in.  804 
furuncles  of,  804 
hemorrhage  in,  804 
herpes  of,  804 
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Penis,  hypospadias.  803 

indurations  of.  804 

inflammation  of,  804 

injuries  of,  804 

malformations  of,  803 

ossification  of,  805 

paraphimosis,  804 

phimosis,  con^nital.  803 

smegma  of.  804 

syphilis  of,  804 

tuberculosis  of.  804 

tumors  of,  804 

ulcers  of.  804 
Pentastomum.  690 

in  lymph-no<les,  451 

dcnticulatum  in  spleen,  462 
Periarteritis,  511 

nodosa.  517 
Pericardial  adhesions,  472 

fat,  atrophy  of,  481 

fibrous  nodules,  473 

sac,  obliteration  of,  472 
Pericarditis,  470 

acute,  471 

bacteria  in,  472 

chronic,  472 

exudative,  471 

fibrinous,  471 

obliterating,  472 

purulent,  472 

sero-fibrinous,  471 

suppurative,  472 

tuberculous,  473 
Pericardium.  470 

air  in,  470 

calcification  of,  472 

cysts  of,  474 

dropsy  of,  470 

examination,  post-mortem,  of,  952 

fibroid  nodules  in,  473 

gas  in,  470 

hsemorrhagc  in.  470 

hydro-.  470 

inflammation  of  (see  Pericarditis),  470 

injuries  of.  470 

obliteration  of,  472 

pneuino-,  470 

tuberculosis  of,  473 

tumors  of,  474 
Perihepatitis,  684 
Perimetritis,  758 
Perinephritis,  722 
Periosteum,  826 


Periosteum,  hiemorrhage  in,  827 

hyperemia  of ,  827 

inflammation  of  (see  Periostitis),  828 

tumors  of,  847 
Periostitis,  828 

exudative,  829 

fibrous,  830 

infective,  829 

ossifying,  830 

suppurative,  829 

syphilitic,  831 

tuberculous,  832 
Periphlebitis  (see  Phlebitis),  525 
Perisplenitis,  460 
Peritoneum,  642 

absorption  from,  645 

ascites  of,  643 

bacteria  in,  645 

cysts  of,  650 

hflpmorrhage  in,  653 

inflammation  of  (see  Perit'Onitis),  643 

malformations  of,  642 

parasites  of,  650 

tuberculosis  of,  646 

tumors  of,  647 
Peritonitis,  643 

acute,  643 

bacterial  excitants  of,  645 

cellular,  643 

chronic,  645 

exudative,  644 

gonococcus  in,  ref.,  645 

suppurative,  644 

tuberculous,  646 
Perkins f  on  Friedl&nder's  bacillus,  211 
Perkins  and  Pay^  on  bacteria  in  smallpox, 

289 
Perrone^  on  appendicitis,  639 
Pertussis,  300 
Pest  (see  Plague),  278 
Petechia,  20 

Peterson f  on  rectal  strictures,  635 
Petri  plates  for  bacterial  cultures,  143 
Petruschky,  on  ray  fungi,  227 
Peyer's  patches  in  typhoid  fever,  230 
P/ci/f ,  on  oesophageal  diverticula,  603 
Pfeiffer^  on  Asiatic  cholera,  244;  onbao- 

teriolysis,  168 
Phagocytes,  98 

action  of,  in  cytolysis,  176 

forms  of,  102 

mode  of  action  of,  104 

in  typhoid  fever,  234 
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Phagocytes,  relationship  of,  to  opsonins, 

181 
Phagocytic  count,  185 
Phagocytosis,  97 
Phagolysis,  177 
Pharyngitis,  599 

adenoids  in,  599 

catarrhal,  599 

diphtheritic,  599 

phlegmonous,  599 

tuberculous,  600 
Pharyngo-mycosis  leptothrica,  227 
Pharynx,  532,  598 

abscess  in,  599 

cysts  of,  598 

diverticula  of,  598 

examination,   post-mortem,   of,  958, 
974 

fistulse  of,  598 

inflanmiation  of  (see  Pharyngitis),  599 

lesions  of,  532 

malformations  of,  598 

mycosis  of,  600 

polyps  of,  601 

portal  of  entry  for  tubercle  bacilli,  601 

preservation  of,  959 

tuberculosis  of.  600 

tumors  of,  601 
Phimosis,  803,  804 
Phlebectasia,  523 
Phlebitis,  525 

acute,  525 

bacteria  of,  525 

chronic,  525 

endo,-  chronic,  525 

infective,  525 

suppurative,  525 

syphilitic,  526 

tuberculous,  526 
PhleboUths,  26,  524 
Phlegmon,  195 

gaseous,  280 
Phloridzin  diabetes,  rcf.,  407 
Phloroglucin  as  decalcifying  agent,  979 
Phosphonis,  necrosis  of  bone,  840 

poisoning,  393 
Phthisis,  578 

acute  (see  Limgs,  tuberculosis  of),  570, 
578 

chronic  (see  Lungs,  tuberculosis  oQ, 
570 

experimental.  583 

pneumonic,  578 


Pia  mater  cerebralis,  859 
blood  in,  860 
bone  in,  868 
cysts  of.  868 
examination,    post-mortem, 

of.  940 
hemorrhage  in,  860 
hyperemia  of,  860 
inflammation  of   (see  Men- 
ingitis), 861 
methods  of  hardening,  946, 

964 
oedema  of,  860 
Pacchionian  bo<lies  in,  859 
parasites  of,  868 
pigmentation  of,  861,  Hi\S 
structure  of.  850 
syphilis  of,  866 
tuberculosis  of,  864 
tumors  of,  866 
spinalis,  869 

bone  in,  870 
cartilage  in,  870 
hffmorrhape  in,  869 
inflammation  of   (see  Men- 
ingitis, spinal),  870 
parasites  of.  870 
tuberculosis  of,  870 
tumors  of.  870,  925,  92(i 
Pm*  ami  Boniianwur,  on  arterio-sclerosis, 

517 
Pick,  on  ochronosis,  55:  on  hydatid  moles, 

i  i-i 

Picro-aeid  fuehsin  as  staining  agent,  984 
Pier  son  and  Rai^enel.  on  moulds,  146 
Pigment,  anthraootic,  53,  443,  454,  552, 
566.  672 
bile,  in  gall-stones,  695 
extraneous.  56 
hematogenous,  53 
hepatogenous,  54 
iron-containing,  stain  for,  53 
metabolic,  55 
of  red  blooii  cells,  424 
Pigmentation,  53 

hematogenous,  53 
in  Addison's  disease,  405 
of  adrenals,  467 
brain,  879 
heart,  481 
hver,  672.  681 
lungs.  552,  5m 
lymph-nodes,  443 
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Pigment  ut  ion  of  nerve  eells,  890 
pia  mater  cerebralis,  868 
spleen,  453 
Mies,  635 

lineal  gland,  lesions  of,  928 
Pinworm,  123 

Pituitary  IxKly.  lesions  of.  928 
Plaeenta.  773 

ajwplexy  of,  773 

caleifieation  of.  773 

cysts  of,  776 

degenerations  of.  773 

ha»mon*h:igc»  in.  773 

infarction  of.  773 

inflammation  of  (sc*'  Placentitis),  773 

U'sions  of.  773 

moles  of,  774 

]M>ly|>s  in.  774 

stnicture  of,  n'f.,  773 

syphilis  of,  774 

tuberculosis  of,  774 

tumors  of,  774 
Placentitis,  chn)nic.  773 

suppurative,  773 

syphilitic.  774 

tuberculous.  774 
Plague,  278 

antitoxin  in.  279 

bacillus  of.  27S 

bubonic,  278 

lobular  pneumonia  of,  M\ii 

conveyance  of,  by  insects,  ref.,  149 

Oriental.  278 

preventive  inoculations  in,  279 
Plant  parasites,  VIS 
Plasma  cells,  73.92;  ref..  709 
Plasmodium  malarite.  29.) 

in  kidney.  711 
Pk»omorphism  in  bacteria,  131 
Plethora,  1.') 
Pleura.  587 

as  portal  of  i*ntry  for  bacteria,  ref., 
:)<55 

calcification  of.  590 

cvsts  of,  593 

echinococcus  of,  593 

<'mpyema,  .^9 

hirmorrhage  in,  588 

liydro-pneumothorax,  .)88 

hylrothorax,  .')87 

infection,  ways  of.  591 

iiiflanunation  of  (see  Pleuritis),  588 

lynipli-vcKscJs,  <lilatatioti  of.  590 


lleura,  pyo-pneumothorax,  588 
tuberculosis  of,  591 
tumors  of,  592 
Pleural  ca\nties,  air  in,  588 

tests  for,  951 
examination,    post-mortem,    of, 

957,  958,  973 
gas  in.  588 
exudates,  588 
Pleurisy  (see  Pleuritis),  588 
Pleuritic  adhesions,  591 
Pleiuitis,  acute,  588 
chronic,  591 
-dry,"  588 
exudative.  588,  589 
fibrinous,  simple,  588 
sero-fibrinous,  588 

excitants  of,  589 
sicca,  588 
suppurative,  589 
tuberculous,  591 
1*1  th  effusion,  588 
Plummer  bodies,  :J30 
Pneumococcus  of  Frftnkel,  213,  554 
agglutination  of,  213 
capsule,  staining  of,  215 
sources  of,  214 
Friedlftnder,  211 
Pneumokoniosis,  56,  567 
Pneumonia,  551 
aspiration,  562 
broncho-,  559 

excitants  of,  563,  564 
tuberculous,  574 
cheesy,  578 
classification  of,  554 
cooling  of  body  as  determining,  565 
crisis  in,  214.  557 
croupous.  554 
excitants  of,  213 
exix»rimental,  ref.,  565 

in  animals,  ref.,  565 
♦•xudative,  554 
fibrinous,  554 
general  characters  of,  551 
hipmatogenous,  563 
hy|>ostatic,  563 
interstitial,  565 
lobar,  acute,  554 

associated  lesions,  557 
bacteria  in,  558 

blood  in,  558 
complication  of,  557 
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Pneumonia,  lobar,  acute,  concurrent  in- 
fection in,  559 
delayed  resolution  in,  558 
diplococcus  of,  213 
experimental,  213 
mixed  infection  in,  559 
statistics  of,  ref.,  557 
suppurative      inflammation 
in,  559 
lobular,  559 

excitants  of,  563,  564 
exudate  in,  562 
"organizing,"  558 
"patchy,"  559 

"purulent  infiltration"  in,  559 
pysemic,  563 

reversion  of  epitheliiun  in,  5<)6 
syphilitic,  584 
tuberculous,  569 
varieties  of,  569 
Pneumonitis  (see  Pneumonia),  551 
Pneumopericardium,  470 
Pneumotoxins,  214 
Poikilocytes,  425 
PcHsoning,  examination,  post-mortem,  in 

cases  of.  962,  964,  970 
Poisons,  391 

abrin,  151,  398 

aconite,  399 

alcohol.  397 

alkaloidal,  399 

aloes,  396 

ammonia.  393 

animal  venom,  etc.,  398 

arsenic,  394 

bacterial,  150,  400 

cantharides,  396 

carlwlic  acid,  397 

carbcmic  oxide,  398 

cheefic,  399 

chloral  hydrate.  398 

chloroform,  398 

classification  of,  ref.,  401 

colchicum,  396 

colocynth,  396 

ccmium,  399 

cop|X?r,  396 

corrasive  sublimate,  395 

croton  oil.  396 

determining  disease,  10 

digitalis.  399 

elaterium,  396 

en«  lo;5enou8,  391,  400 


Poisons,  enterogenic,  400 

ether,  398 

exogenous,  391 

fish,  399 

fungi,  396 

gamboge,  396 

hellebore,  396 

liistogenic.  400 

hydrochloric  acid,  392 

hydrocyanic  acid,  397 

ice  cn»am,  399 

insects.  398 

jalap,  396 

lead,  395 

loWia.  399 

morphine,  396 

mussels,  399 

nitric  acid,  392 

nitn)benzol.  397 

nux  vomica,  398 

opium.  396 

oxalic  acid.  392 

Paris  green,  395 

phosphonis,  393 

iwtash,  393 

]>otas8ium  cyanide,  397 
nitrate,  393 
oxalaU%  393 

ptomain,  399 

ricin,  151.398 

sausage,  399 

saN-in,  396 

scammony,  396 

Scheele's  green.  395 

snake.  151 

8(Kla,  393 

stramonium,  31K) 

strvchnine.  398 

sulphuric  acid.  391 

tartar  emetic,  396 

tartaric  acid.  393 

turpentine,  396 

vegetable  irritants,  396 

venom,  animal,  151.  398 
PoLaiUon,  on  lung  stones,  590 
Polar  b<Hly.  65 
Poliomyelitis  anterior,  915 
Polyohromatophilia,  437 
Polychrome    met hylene-blue    stain, 

985 
Polyps.  "a«lenoid,"  TK)! 

of  bronchi,  543 
heart.  \K\ 
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Polyps  of  intestine,  639 
nose,  531 
pharynx,  601 
placenta,  774 
urethra,  742 
uterus,  753,  760 
Popon,  on  spinal-cord  changes  in  arsenic 

poisoning,  39o 
PoTc'de,  on  plasma  cells  in  Uver,  74 
Porencephahis,  927 

Portal   vein,   examination,    jvost-mortem, 
of,  964 
lesions  of,  662 
Porter,  on  occlusion  of  coronan'  arteries, 

489 
Posterior  spinal  sclerosis,  90,') 
Poet-mortem  changes  in  blootl  distribu- 
tion. 934.  939 
l)o<ly.  934 
intestine.  96.3 
liver.  96,') 
stomach,  (HX) 
surface  of  IxKly,  934 
rt»lation     of     bacteria     to, 
93,) 
contusions.  937 
cooling  of  body.  936 
cultures,  969 
decomposition.  93') 
discoloration  of  viscera.  950 
examination,  9IW 

dosun'  of  body  after.  969 
external  insjK»ction,  934 
for  bacteria,  969 
in  new-born  children,  971 
in  susjwcted  poisoning,  970 
internal  inspection,  938 
metlunl  of  making,  933 
of  abdomen,  949,  959,  973 
adrenals,  960,  974 
aorta,  966 

base  of  cranium,  946 
bones,  972,  974 
brain,  941 
bronchi.  957 
clots  of  heart,  954 
diaphragm,  951 
dura  mater,  940 
ear,  946 
eyes,  946 

Fallopian  tul)es.  968 
gall-bladder,  <H)4 
-ducts,  964 


Post-mortem  examination  of  genito-urina- 

ry  organs,  female,  967 
male,  966 
new-bom,  974 
hsemolymph-nodes,  966 
head,  939,  972 
heart,  952,  973 
internal  ear,  946 
intestine,  950,  962, 974 
kidneys,  959.  974 
larynx,  958,  974 
liver,  951,964,974 
lungs,  957,  973 
oesophagus,  958 
omentum,  950 
ovaries,  968 
pancreas.  965 
pericardium,  952 
pharynx,  958,  974 
pia  mater,  940 
pleural  cavities,  957,973 
scars  or  tattoo  marks,  938 
solar  plexus,  966 
spinal  cord,  947,  973 
spleen,  961,  974 
stomach  and  duoiienum, 

950,  951,  963 
thoracic  duct,  966 
thorax,  949, 952,  973 
thymus,  973 
thyroid,  958,  974 
trachea,*  959 
uterus,  967 
fractures,  938 
gas  formation,  935 
hypostasis,  934 
identification,  934 
Uvidity,  934 
marks  of  violence,  937 
medico-legal,  970 
putrefaction,  935 
rigidity,  936 
rise  of  temperature,  936 
softening  of  viscera,  950 
wounds,  938 
Potash  poisoning,  393 
Potassium  bichromate  in  MOUer's  fluid, 
977 
sulphate  in  MoUer's  fluid,  977 
nitrate  poisonifig,  393 
Potato  as  culture  medium,  140 
Potttr,  Ditman,  and  Bradley,  on  opsonins, 
185 
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Powers,  on  carcinoma  originating  in  bran- 
chial cleft,  602 
Pratt,  on  coronary  arteries,  489;  on  histolo- 
gy of  acute  lobar  pneumonia,  557;  on  pa- 
ratyphoid, 24 1 ;  on  typhoid  bacillus,  239 
Preble,  on  gastro-intestinal  hsemorrhage  in 
cirrhosis,    679;     on   hsemorrhage   from 
oesophageal  veins,  602;   on  pneumococ- 
cus  endocarditis,  496 
Preble  ami  Hektoen,  on  multiple  neuroma, 

372 
Precipitating  substances,  179 
Precipitin  test,  189 
Precipitins,  179 

test  for,  179 
Pregnancy,  abdominal,  792 

chorionepithelioma  of,  770 

extrauterine.  791 

interstitial,  792 

ovarian,  792 

toxffmia  of,  liver  in,  668 

tubal,  791 

tubo-abdominal,  792 

vomiting,  pernicious,  in,  Q(\S 
Prepuce,  lesions  of.  804 
Pressure,   atmospheric,    determining  dis- 
ease, 10 
Prickle  cells,  38:3 

Prilrram,  on  bacterial  hicmolysins,  201 
Proglottides  of  tapeworm,  119 
Progressive  processes,  35 
Prostate,  813 

abscess  of.  815 

atrophy  of.  813 

calculi  in.  816 

concretions  of,  816 

cysts  of,  815 

degenerations  of.  813 

examination,  post-mortem,  of,  967 

hyperplasia  of,  813 

hypertrophy  of,  813 

inflammation  of.  815 

parasites  in.  816 

tuberculosis  of.  815 

tumors  of,  815 
Prostatitis,  815 
Proteus  group  of  bacilli,  212 

vulgaris.  212 
Protoplasmic  processes.  891 
Protozoa.  1 13 

as  infectious  agents,  301 

methods  of  study  of.  118 
Proud  flesh,  94 

66 


Pruddcn,  on  bacteria  in  exudative  pleu- 
ritis,  589;  on  dead  tubercle  bacilli.  255; 
on  malignant  endocarditis,  497;  on 
multiple  neuroma,  372;  on  pseudo- 
hypertrophy of  muscle  in  multiple  neu- 
roma, 821;  on  rhabdomyoma,  369;  on 
rhabdomyoma  of  parotid,  652 
Prudden  and  Hodenpyl,  on  dead  tubercle 

bacilli,  255 
Psammoma,  356,  358 

of  dura  mater  cerebralis,  859 
pia  mater  cerebralis,  867 
Pseudo-diphtheria,  207 

bacilU.  274 
Pseudo-hcrmaphrodilism,  803 
Pseudo-hypertrophy  of  muscle,  821 
Pseudoleuksemia,  440,  450 
hver  lesions  in,  684 
spleen  lesions  in.  462 
tumors  of  mediastinum  in,  587 
Pseudomembranous  inflammation,  207 
Ptomain  poisoning,  399 
Ptomains,  134 
Puerjx^ral  fever,  7.^8 
Pulmonary'  arteries  (see  Arteries) 
Purpura,  410 
Pus,  88.  196 
Pustules.  194 

malignant,  222 
Putnam,  on  encephahtis,  913 
Putnum  and  Taylor,  on  spinal-cord  degen- 
eration. 911 
Putrefaction,  post-mortem,  935 
Pyemia,  198 

cryptogenetic,  199 
hver  abscess  in,  674 
Pycnosis,  57 
PyeHtis.  721 
Pyelo-nephritis,  721 

chronic,  722 
Pygopagus,  314 
Pylorus,  stenosis  of,  613 

congenital,  606 
Pyogenic  bacteria,  200 
Pyo-pneumothorax,  588 
Pyosalpinx,  790 
Pyoseptica^mia,  199 
IVrexia.  412 
Pyrosoma  bigeminum,  117 

Quarter  evil,  281 

Quenu  and  Branca,  on  regeneration  of  in- 
testinal epithelium,  633 


104;2 


INDKX 


Quinsy  (see  Tonsillitis),  600 

Rabies  (see  Hydrophobia),  281 

Race,  relationsllip  of,  to  ilispase,  12 

Rachitis.  841 

Radium,  action  of,  on  bacteria.  133 
injuries  from,  10 

RcuUiewsky,  on  bacterial  infection.  152 

Rainey.  tubes  of.  117 

RaiJiy,  on  nerve  lesions  in  diphtheria,  271 

Ramsay,  on  tumors  of  adrenals,  460 

Ranula.  .')97,  6ol 

RascJikeA,  on  endothelioma  of  va^nna,  747 

Rats,  tumors  in,  337 

Rauschbrand.  281 

/?«iYwe/,  on  bovine  tulx»rcle  bacillus,  254; 
on  entrance  of  bacteria  thnnigh  inte»- 
tine.  «>45;  on  human  and  bovine  tuber- 
culosis. 259 

Rax^end  and  McCarthy,  on  ganglion-cell 
lesions  in  hydrophobia,  281 

Raviart,  on  tuberculosis  of  heart,  494 

Ray-fungus,  226 

Receptors,  164 

Rect(x*ele  vaginalis.  746 

Rectum,   examination,   jHwt-mortem,   of, 

9m 

haemorrhoids  in.  (V)5 
inflammation  of,  634 
strictures  of,  635 
Reed,  on  focal  necroses  in  typhoid,  236 
Reed  and  Carrol,  on  mos<]uito  in  yellow 

fever,  288 
Reed,  Carrol,  arid  Agramonte,   on  yellow 

fever,  287 
Reed,    Vaughti,   and   Shakespeare,  on  ty- 
phoid, 240 
Regeneration.  64 
of  blootl,  77 

blotxl-vessels,  75 
lx)ne,  76 
cartilage,  76 
cells.  68 

connective  tissue,  73 
cpitheHum,  71 
fat  tissue,  77 
glands,  72 
ki«hu'V,  72 
liviT.  72 
lost  parts,  09 
lynipli-ncMles.  76 
lymph-vessels.  76 
maiuina.  72 


Regeneration  of  muscle,  70 

nerve  tissue,  69,  899 
ovary,  73 
salivary  glands,  72 
testicle,  73 
thyroid.  72 
Reinbach,  on  colloid,  465;   on  granulation 

tissue,  94 
Reineboth  and  Kohlhardi,  on  pneumonia 

and  cooling  of  body,  565 
Relapsing  fever,  276 
Renal  calculi.  726 
Renon,  on  aspergillus,  146 
Repro<hictive  organs  of  female,  743 

male,  803 
Reptilian  heart.  475 
Resolution  in  inflammation,  89 
Resorption,  22 

Respiration,  relation  of,  to  circulation,  15 
Respiratory  system.  530 
Retrogressive  processes,  35 
Retzer,  on  His  bundle,  502 
Reversion.  63 
Rhabdomyoma,  369 
of  heart ,  r>08 
parotid,  652 
salivary  glands,  652 
testicles,  81 1 
Rhabdonema  strongyloides,  126 
Rheumatic  arthritis.  852 
Rheumatism,  acute,  301 
Rhexis,  hspmorrhage  by,  19 
Rhinitis,  530 

acute  catarrhal,  530 
chronic  catarrhal,  531 
|)8eudomembranou8,  531 
syphilitic,  .>^il 
tuberculous,  531 
Rhinoscleroma.  270 
Rhizopoda,  113 

Rhodes,  on  luemorrhage  of  larynx,  533 
Ribbert,  on  appendicitis,  639;   on  cell  re- 
generation,79;  on  origin  of  tumors,  :^4; 
on   regeneration  of  lymph-nodes,  447; 
on  reversion,  GH^:   on  transplantation  of 
tissue,  78;  on  tuberculosis  of  pleura.  592 
Richter,  on  hyperplastic  tuberculosis  of  in- 
testine, 634 
Ricin  poisoning,  151,  398 
Rickets,  841 

Ricketts,  on  blastomycosis  of  sldn,  144;  on 
infection,  immunity,  and  serum  therapy, 
191 :  on  spotted  fever,  117 
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Riechelmann,  on  statistics  of  carcinoma, 

Hieder,  on  leucocytosis,  430 

Hies,  on  salpingitis,  790 

Hiesman,  on  Meckel's  divert iculiiin.  618; 
on  Gedema  of  lungs,  546 

Iligor  mortis,  936 

Ritchie,  on  bacteria  in  bronchitis.  5139;  on 
cystic  kidney,  724;   on  immunity,  191 

von  Ritodk,  on  arterial  hypoplasia,  .)08 

Rixford  and  Gilchristy  on  pmtozoan  infec- 
tion of  skin,  117 

Robertson,  on  tonsillar  calculi,  600 

Robin,  on  precipitins,  179 

RMnson,  on  pulmonary  complications  of 
typhoiil  fever,  238 

Rodet,  iMgriffoul,  and  Aly  Wahby,  on  poi- 
sons of  typhoid  bacillus.  230 

Roger,  ref.,  Introduction  to  Study  of  Medi- 
cine, 13 

Roger  and  Gamier,  on  tuberculosis  of  thy- 
roid, 465 

K(K»ntpen  rays,  injuries  from.  10 

Rollenton,  on  intestinal  carcinoma.  64 1 ;  on 
liver  lesions,  675 

Rollenton  arui  Crofton-Atkim*,  on  pyloric 
stenosis,  606 

RoUeston  and  Hayne,  on  congenital  cirrho- 
sis. 6S0 

Romanowski's  stain,  300 

Rosenau,  on  coUodium  sacs.  30 1 

Rosenberger,  on  acid-proof  bacteria,  260; 
on  bacteria  in  blood,  434;  on  tul)ercu- 
losis  of  mesenteric  glands.  625 

Rose  now,  on  blood  cultures  in  pneumonia. 
5^38;  on  pneumococcus  in  blood,  214; 
on  pneumonic  scrum,  215 

Roux,  on  invisible  microljes,  302 

Ruckert,  on  bone  in  tonsils,  600 

Ruediger,  on  streptococcus  and  phago- 
cytes. 206 

Husaell-bodies.  330 

Russell,  on  ovarian  cysts.  78<) 

Russell  and  Fuller,  on  typhoid  bacillus  in 
water,  240 

Russell,  Batten,  and  Collier,  on  spinal-cord 
degeneration.  911 

Rutimeyer,  on  Friedreich's  ataxia.  911 

Ritzit.ka,  on  theory  of  vital  staining,  975 


Saccharomyces,  144 

Snrerdotti,    on    hypertrophy    of    kidney, 
697 


Sachs,  on  indurations  of  corpora  cavernosa 

penis.  804 
Sago  spleen.  45,3 

Sailer  and  Rhein,  on  eventration  of  dia- 
phragm. (>43 
St.  Arnold,  on  bony  tvnnors  of  breast.  79S 
Saliva,  action  of.  on  bacteria,  149 
Sahvary  glands.  6r)0 

calculi  in  ducts  of.  651 
cysts  of.  651 
duct,  lesions  of.  6.')1 
inflammation  of.  (>51 
n'generation  of.  72 
timiors  of,  651 

mixed,  ref..  652 
Salmon,  on  rabies  in  the  United  States.  286 
Salpingitis.  7S9 
catarrhal.  789 
chronic.  789 
suppurative,  790 
syphilitic.  790 
tul)erculous.  71K) 
Salvelti,  on  rickets.  842 
Sanarelli,  on  B.  icteroi<les.  287 
Saprophytes.  135 
Sarcina.  130 
Sarco<limi.  1 13 
Sarcoma.  348 
adeno-,  3v>6 
alveolar.  355 
angio-.  354 
chondro-.  3.')6 
cysto-.  35() 
fibro-.  3.')0 
giant-celled,  353 
glio-,  351 
lipo-.  356 
lympho-,  351 

melano-,  351,  352;  ref.,  641 
myeloid,  353 
myo-,  356 
myxo-,  3')6 
of  adrenals.  468 
app<'ndix,  641 
arteries,  523 
bladder,  urinary,  737 
bone,  848 
brain.  925 
bronchi.  542 
dura  mater  cerebralis,  858 

spinalis.  869 
ependyma,  874 
heart,  508 


1044 


INDEX 


Sarcoma  of  intestine,  641 

kidneys,  720 

lamix.  5IU) 

liver.  687 

liin|!:s,  585 

lymph-noties,  450 

mamma.  800 

mamma,  male,  817 

muHcle.  824 

nerves,  027 

ncKse.  532 

cpsophaj^is,  604 

ovaries.  780 

parotid,  651 

jx*rieardium.  474 

peritoneum.  648 

pharynx.  602 

pia  mater.  925.  926 

eerehralis.  868 
spinalis.  870 

pleura.  592 

pineal  gland.  928 

prostate.  815 

salivary  glands.  «>5l 

spinal  eord.  925 

8i>leen,  462 

stomaeh.  614 

testieles,  811 

thymus.  462 

thyroid.  4(>() 

tongue.  597 

uterus,  7iui 

vagina,  747 

veins,  526 

vulva.  745 
osteo-,  350.  354 
periosteal.  850 
retn>|)eritoneal,  (U8 
round-eelled,  351 
spindle-ct»lled.  350 
Sareoptes  hominis.  127 
Sareo-sporidia,  117 
Saus:ige  poisoning,  399 
Savin  pois<ming.  396 
Sayrr.  on  pneumokoniosis.  146 
ScaglioAi,  on  lesitms  of  heart  in  diphtheria, 

271 
Seanunony  jxiisoning,  396 
Searlatina.  292 

haeteria  in.  293 
Scars,  examination,  post-mortem,  of.  938 
Schaffer,  on  alnTrant  islets  of  gastrie  mu- 
cosa in  (esophagus.  ()02 


Schamberg  ami  GuUderdeeve,  on  hacteria  in 
scarlatina,  293 

Scharlach  R  stain  for  fat,  44 

Schaudinn,  on  malarial  parasite,  297 

Schaudinn  am{  Hoffmann,  on  Spirochete 
palhda,  268* 

V.  Scheibner,  on  tonsils  as  portals  of  entry 
for  tubercle  haeilli,  <>01 

Schiiomycetes,  128 

Schlagenhaufcr,  on  sarcoma  and  carcinoma 
in  mamma,  800 

Schiegel.  on  actinomyeosis,  227 

Schlesinger,  on  haemolysis  of  streptococcus, 
204 

Schmidt,  on  amyloid  tumors,  597;  on  pa- 
thoh>g>'  of  bone,  850;  on  squamous  epi- 
theUum  in  prostatie  ducts,  815 

Schmidt  man  n,  on  earbonic-oxide  poison- 
ing. 398 

Schmdl,  (m  Stokes- Adams'  disease,  502 

SchmoH,  on  eml>oli8m  of  chorionic  cells. 
771;   on  hydatid  moles,  776 

Schnamryler,  on  phlegmonous  gastritis, 
610 

Schorr,  on  complex  tumors  of  mouth,  596 

Schottm  idler,  on  Streptoeoecus  mucosus, 
216 

Schridde,  on  congenital  absence  of  appen- 
dix, 618;   on  (iiemsa's  stain,  985 

Schroder,  on  length  of  fcrtus,  971 

Schidize,  on  association  of  crypts  of  Lieber- 
kohn  with  lymph-nodules  of  colon,  633; 
on  cysts  of  stomach,  617;  on  degenera- 
tion of  nervous  system,  902 

SchulMe,  on  B.  tuberculosis,  251 

Schwann,  sheath  of.  891 

Schxixirz,  on  disappearance  of  bacteria 
from  blo<Kl,  150 

Sderose  en  plaque,  919 

Sclerosis,  amyotrophic  lateral,  904 
multiple,  of  brain,  921 
of  brain.  919 

coronary  art4?ries,  489 
spinal  cord,  905 
ost<*o-,  8Ii5 
posterior  spinal,  905 

Scolex  of  tapeworm,  119 

Scorbutus,  409 

Scrofula,  448 

Scrotum,  805 
cysts  of,  805 
elephantiasis  of.  805 
teratomata  of.  805 
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Scrotum,  tumors  of,  805 

varicocele  of,  806 
Scudder,  on  tuberculosis  of  breast,  796 
Scurvy,  409 

SibileaUf  on  orchitis,  810 
Second  intention,  healing  by,  93 
Secretions,  internal,  in  autointoxication, 
401 
germicidal  action  of,  149 
Section  cutting,  982 
Sections,  frozen,  976 
Seiffertf  on  myoma  of  heart,  508 
Setter,  on  bacteria  in  body,  148 
Seminal  vesicles,  813 

concretions  in,  813 
cysts  of,  813 
inflammation  of,  813 
tuberculosis  of,  813 
tumors  of,  813 
Sensibilizing  substances,  181 
Septicemia,  150,  154,  198 

haemorrhagic,  279,  281 
Septicopyaemia,  191 
Serous  apoplexy,  882 

infiltration,  44 
Serum,  antih»molytic,  173 

antitoxic,  162 

autolytic,  174 

hemolytic,  170 

hepatoljrtic,  172 

immune,  170 

isolytic,  174 

leucolytic,  172 

lytic,  action  of.  167 

methods  of  collecting,  190 

nephrolytic,  172 

neurolytic,  172 

pancreolylic,  172 

spermolytic,  172 

therapy,  162,  186 

thyreolytic,  172 
Sex,  relation  of,  to  disease,  12 
Shaiv,  on  milky  fluids  in  serous  cavities, 

643 
Sheath  of  Schwann,  891 
Sherrh}4ftoTi ,   on  escape  of  bacteria  ^ith 

secretions,  149 
Shiga,  bacillus  of,  628 
Ship  fever,  286 

Shot)er,  on  displacements  of  colon,  618 
Side-chain  hypothesis  of  Ehrlich,  163 
Siderosis  of  lung,  567 
Siffjel,  on  protozoa  of  syphilis,  268 


SUberniann,  on  death  from  burning,  9 
SiH}erschmidt,  on  peritonitis,  645 
Simon,  on  resolution  of  exudate  in  pneu- 
monia, 557 
Sinus  of  ^*alsalva,  aneurism  of,  482 

pocularis,  dilatation  of,  742 
Sittmann,    on    elimination    of    bacteria 

tlu*ough  kidney,  711 
Skin,  epithelioma  of,  385 
tuberculosis  of,  261 
transplantation  of,  78 
Skull,  method  of  opening,  939,  972 
Staughter,  on  llafTkine's  method  in  plague, 

279 
Smallpox,  288 
Smilhy  A.  //.,   on  carcinoma  of  thoracic 

duct,  527 
SmUh,  Th.,  on  adaptation  of  bacteria,  158; 
on   bacterial    association    in   infection, 
155;    on  bovine  tubercle  bacillus,  254; 
on  microbe  and  host.  '2My;    on  sarco- 
sporidia,  1 17 
Smiih  and  KUlx)urne,  on  pyrosoma,  117 
Snake  venom,  151,  398 
Scbernheim,  on  anthrax,  224 
Soda  poisoning,  393 
Sodre,  on  beri-beri,  301 
Sokotoff,    on    adeno-carcinoma    of    liver, 

686 
Solar  plexus,  examination,  post-mortem, 

of,  966 
Somatochroim»s,  890 
Soor,  595 

Specimens,  preserving,  methods  of,  975 
S/)engler,  on  concurrent  infection  intuber* 

culosis,  260 
Six»rmatocele,  807 
Spermolytic  serum,  172 
"Spider"  ceUs,  366 
Spina  bifida,  309,  876 
Spinal  apoplexy,  885 

cord,  absence  of,  875 
amyeUa,  875 
a|x>plectic  clots  in,  885 
artefacts  of,  875,  948 
asymmetries  of,  876 
atelomyelia,  875 
atrophy  of  muscle  of,  903 
blood-vessels,  lesions  of,  889 
changes  in,  post-mortem,  947 
circulatory,  changes  in,  880 
cysts  of.  926 
degeneration  of,  889 


hctcrutopis.  S7(l 

tnlse.  S7I> 
hyilruiiij-elin.  STt) 
hydrorrharhiB  rxtpma.  ref..  S7t( 

iriflanimsiiciii  of  {soe  Mypliliii) 


injii[ 


<)f.  S7W 


1. 9^7 


iiinlfi'niuttiim  of,  H7-'t 

ni«n>iu>i<«y  of-  ^> 

n-moval,  |K>Hl-morti'iii.  nf,  iM7 

si-U'tiBiiscif.  mil.  IfJl 

HCPIK'IIIK  r>r.  ll^) 

Hpiiiii  liitiuii.  S7fi 
Htniclim'  ..f,  SS!P 
»y|.liilU.if, '.rjj 


Mia. 


fills'. 


vuM'iLliir  clian^^pH  in.  SNO 
4-.-*.'l  walls.  IcsintlH  of.  RWJ 

nrrvc  ruiitH,  iiiiiiiii:>lii-K  of.  H7ll 

puriilyKiii.  N|Hislii'.  !IIM 
Sjiirals,  CiinM'hiii  ill  Ill's.  .Vll) 
Spimrow.  (iTj 
S|iiriUa.  rJ!l 

Spirilliiiii  rliolrni'  iiiiulii-ii'.  J4l 
Hiiinirlcrs  of,  LM3 

fo^■cr.  27fi 


HputiKcmiiii.  24  .'i 

tyr<«i-"i'iii-  -■'■' 


omlM^sni  of,  456 

examination,   poflt-mnrtem,   of,   961 

',174 
lurniiHTlia^  of,  453 
hypCTiemia  of,  4,io 
hyperplsMa  of.  457 

endothelial,  461 
in  cin-hosis  uf  liver.  679 
in  infeelion,  130 
infHrrlH  of,  4.'>6 
InHanimatiuii  of.  4o7 
leHLciiis  uf.  in  typhoid  fever,  235 
nialfonnatlons  of,  452 
{nraidleH  of,  462 
piftmentation  of,  454 
preMTvalion  of.  &62 
rupture  of,  4.'i:{ 

ijitiiatlonof,062 

Hirj'  and  weight  of,  962 

HyjihiliH  of,  459 

ihroinboais  of,  4o7 

tiilierculuaa  of,  460 

tumuni  of,  46'.> 

woiiniU  of,  4rhl 
SplenitiH,  4.)" 

|ieri-.  460 
SplenoiiicKaly.  461 
Spores  in  liocleria,  131 
Sporomu.  115 
Sporuloiles.  29U 
Spotted  fever.  117.286 
Staining  tiiethoda,  983 

for  nerve  tissue,  929 
Slapliylueoccua  cerous,  204 

epiiiermiiiia  albus,  204 
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Staphylococcus  pyogenes,    eflfect«  of,   in 
body.  202 
salivarius  pyogenes,  204 
Starck,  on  oesophageal  diverticula,  590, 603 
Stasis,  18 

Status  lymphaticus,  411 
Steele,  on  retroperitoneal  sarcoma,  649 
Stegomyia  in  yellow  fever,  287 
Steinhaus,  on  liver  infarcts,  664 
Stengel  on  Stokes-Adams'  disease,  502 
Stenosis  of  aorta,  522 

heart  valves,  504 
pylorus,  613 
pyloric,  606 
Stepanow's  method  of  embedding.  980; 

rcf.,  981 
Stern,  on  malignant  tumors  in  childhood, 

390 
Sternberg,  on  B.  "X,"  287;   on  chloroma, 
356;     on    coronary    arteries,    489;     on 
pathogenic  blast omycetes,  144;  on  jwr- 
fcration  of  bronchi,  543 
StileSf  on  dissemination   of  carcinoma  of 

breast,  801 
Stimulins,  181 

Stokes,  on  cysts  of  vagina.  747 
Stokes- Adams'  disease,  501 

examination,    post-mort«m, 
in,  956 
Stomach,  605 

absence  of,  605 
atrophy  of,  607 
bacteria  of,  ref.,  610 
cadaveric  changes  in.  606 
changes  in  position  of,  951 
cysts  of,  617 
degenerations  of,  607 
dilatations  of,  613 
erosions,  hspmorrhagic,  of,  613 
etat  mamdanrU  of,  608 
examination,    post-mortem,    of,  951, 

963 
in  poisoning.  964 
foreign  bodies  in,  618 
hfiBmorrho^e  in.  606,  679 
hair  balls  in.  618 
in  cirrhosis  of  liver,  679 
inflammation  of  ^see  CJastritis),  607 
injuries  of,  606 
malformations  of,  605 
perforation  of,  606 
position  of,  951 
preservation  of,  964 


Stomach,  pylorus,  stenosis  of,  606,  613 

rupture  of,  606 

syphilis  of,  611 

transposition  of,  605 

tuberculosis  of,  610 

tumors  of,  613 

ulcers  of,  611 
Stomatitis,  594 

aphthous,  595 

catarrhal,  594 

clut)nic,  595 

croupous,  595 

gangrenous,  595 

parasitic,  595 

phlegmonous,  595 

syphilitic,  595 

tuberculous,  595 

ulcerative,  595 
Stramonium  poisoning.  309 
Strangulation,  415 

marks  of,  937 

of  intestines,  619 
Straus,  on  toxaemia  of  pregnancy,  669 
Strawberry  marks,  373 
Streptococcus,  agglutination  of,  206 

anaerobic.  205 

antitoxin,  206 

bibliography  of,  206 

brevis,  204 

conglomeratus,  204 

enteritidis,  ref..  632 

crysipelatis,  207 

immunitv,  206 

in  pneumonia,  559,  564 

longus,  204 

mucosus  capsulatus,  216 

pyogenes,  204 
Streptothrix,  130 

actinomyces,  226 

in  broncho-pneumonia,  563 

madurse,  226 
Stricture  of  appendix,  637 
rectum,  635 
urethra,  740 
Stroebe,  on  tuberculosis  of  aorta,  517 
Strong,  on  Asiatic  cholera,  244 
Strongylus  gigas,  123 
in  kidney,  730 

longevaginatus,  123 

subtilis,  123 
Struma,  465 

suprarenalis  lipomatosa,  469 
Strychnine  poisoning,  398,  971 


Suppuration,  93,  193 

t^uprarenal  boiliea  Imx  Ailrenuli),  467 

pftp«ulea,  467 
Suira,  114 
iSuUon,  introduction  to K^'nrnd  pathology, 

S90 
Sn-eat  glands,  adenoma  of,  377 
SymbioMB  ill  l>artcria,  136 
Symmrrs,  on  cytulysis  in  liver,  666 
Syncytium.  771 
Synophthalmia.  30(i,  308 
Synotia.  3U6 
Syphilid.  263 

animal  inoculations  in,  268 
communicability  of,  JW 
congenital.  2C7 
diagnoiuii  of.  'J67 
iticittiiK  BKi'nt  of,  268 
of  adrvtinU,  468 
um-rii*.  .-.17 
iHine.  813,  838 
brain  and  coixl,  023 
bronclii,  540 

dura  mater  cerebralis,  8.'58 
Fallopian  tubes,  7'JU 
heart,  494 
inU'Htincs,  C20 
kidiM-ys.  721 
Uiynx,  i>3J 
liver,  ASl 
Innpi.  .>84 
lymph- vessels,  .529 

7i« 


nitb.  ,' 


SyrinRomyeha,  926 
false,  887 

Tabes  donttlia,  905 

central  lesions  in,  906 
lesions  of  mU  bodies  in,  906 
Icnions  of  peripheral  nerves  in, 

90.> 
relation  uf,  lo  ^philis,  924 
Tinia  cueumerina,  122 
eeliinocoecus,  120 
fUvo-punclata^  122 
maifagascariensis,  122 
mediocanellata,  120 
nana,  122 
saginata,  120 
solium,  119 
Talipes,  309 
Talipomanus,  309 
Tapeworms.  119 
Tartar  emetic  poisoning,  396 
Tattoo  marks,  examination,  poBt-mort«m, 

of,  9:t8 
Tanel.  on  inleKtinal  bacteria,  632 
Taitl  and  Laius,  un  peritonitis,  645 
Taylor,  on  fatty  degeneration,  41;  on  vol- 
vulus of  Meckel's  diverticulum,  618 
TrhisUrrilrh,  on  crisis  in  pneumonia,  5o7 
Ttnddoo,  on  retroperitoneal  lymph-nodes, 

648  I 

Teratoiils,  3111 
Teratoma.  :116,  32S,  340 

mediastinum,  587 
ovaries.  786 
Kinenl  irlanil.  02A 
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Terminal  infection,  156 
Testicles,  805 

abscess  of,  807 
absence  of,  805 
atrophy  of,  807 

cliorionepithelioma  of,  772,  812 
cryptorchisinus,  806 
cysts  of,  807,  812 
epididymitis,  808 

examination,  p)08t-mortem,  of,  967 
haematocele,  807 
hydrocele,  806 

inflammation  of  (see  Orchitis),  807 
leprosy  of,  810 
malformations  of,  805 
malpositions  of,  806 
parasites  of,  813 
regeneration  of,  73 
sjx^rmatocele,  807 
syphilis  of,  810 
teratoma  of,  812 
tuberculosis  of,  808 
tumors  of,  810 
varicocele,  806 
weight  of,  967 
Tetanus,  275 

antitoxin  of,  276 
bacillus  of,  275 
toxin,  275 
Texas  fever,  hsematozoon  of,  117 
Thncher,  on  melanuria,  353 
Thayer,  on  malarial  nephritis,   711;    on 

thrombosis  in  typhoid  fever,  237 
Thayer  and  Hewetson,  on  malaria,  299 
Thionin  as  staining  agent,  986 
Thonia,  on  arterio-sclerosis,  516;    on  in- 
flammation, 109;   on  Assures  in  cervical 
region,  598;    on  hypertrophy,  697;    on 
malformations,  303;    on  malformations 
of  cent  ral  nervous  system,  875 ;    ' '  Text- 
Book  of  Patliology,"  13;    on  waxy  de- 
generation of  muscle,  822 
Thoma  frog  plat«,  34,  110 
Thomwi  and  Hihbard,  on  lesions  of  heart  in 

diphtheria,  271 
Thompson,  on  parathyroids,  466 
Thoracic  ducts,  abnormalities  of,  528 

examination,    post-mortem,    of 

966 
obstruction  of,  527 
Thoracopagus,  312 

Thorax,    examination,    post-mortem,    of, 
949.  952,  973 


Tliorel,  on  experimental  nephritis,  719;  on 
lesions  of  oesophagus,  605;    on  lesions 
of  saUvary  glands,  651;    on  lesions  of 
stomach,  617;    on  regeneration  of  kid- 
ney epithelium,  698 
Tliorndike  and  Cunningham ^   on   hyper- 
nephroma, 730 
Threadworm,  123 
Thrombi,  agglutinative,  25 
alterations  in,  26 
forms  of,  23,  24 
globular,  of  heart,  484 
heart,  forms  of,  483,  954 
hyaline,  26 
infective,  25 
marantic,  24 
mixed,  23 
obstnicting,  25 
organization  of,  26,  94 
parietal,  25 
primary,  25 
red,  23 

secondary,  25 
simple,  25 
softening  of,  26 
stagnation,  24 
white,  23 
Thromboarteritis,  511 
Thrombosis,  23 

causes  of,  23,  25 
effects  of,  26 
in  phlebitis,  525 

pyaemia  and  septicsemia,  200 
typhoid  fever,  235,  237 
of  adrenals,  468 
arteries,  511 

coronary,  489 
brain,  887 

dura  mater  cerebralis,  855 
heart.  483 
kidneys,  698 
Uver,  663,  666 
lungs,  547 

lymph- vessels,  271,  528 
mesenteric  vessels,  622 
portal  vein,  662 
spinal  cord,  887 
spleen,  457 
veins,  524 
vena  cava,  524 
venous  sinuses,  855 
Thrush,  145,  595 
Thymus,  463 


tulMTCulntris  of,  463 

tuniors  of,  46:1 
TlijreolyticBemin,  IT*.' 
Thyroid.  464 

awMBory,  464 

alrophy  of.  4U:i.  464 

pystB,  ilermnid.  of.  466 

iliin-nomtionn  of.  464 

ilinturl>anroH  in  rimilalion  in,  464 

fxamination.  {Mxil-iiiorlciii.  of,  974 

Itoitn-  in.  4fi.-. 

Iiy|icr|>lnsiu  uf.  46.'> 

inflniiitnalicm  of.  464 

indf»rinaliotis  of.  4<14 

[mrii-.  4<>6 

[.aniKitcM  of,  4(16 

n-liilion  of.  tu  niyxipdema,  403 
n-nioviil  nf.  40:1 
^vphiUH  of,  46^1 
IniiiNplantmion  of.  TK,  403 

tlllx'ITIlltMix  of,   4I>4 

iLimiirHof.  4li<i 

Ticdouhnin-ux,!l22 

•nek  fever,  117 

Tiili/.  oil  ixwt-inorlc-Tn  HinnKCH  in  body, 


TUyri 


<>yMlN  of  |>,.) 
eranulation.  !M 


n^iiB.  «.">« 


Tissmw.  rliuwiificaliim  of,  ;{;(K 

nKrtliod  of  prrparalion  snil  staining, 
LWt.  4:n,!«1l,  il7,'. 


Tooth,  ond>-|;cnprBtionsof  apinalcord,  i 
Tophi.  408 
ToxiFniin,  l.il.  1117 

effect  of,  on  nervca.  8% 
Toxalbiiniin  intoxirations,  19S 
Toxalbnmins,  134,  l^il 
ToxalbiimoBP.  151 
Toxin  molrcide.  ll).'i 
Toxins.  134,  I.W 

action  of,  in  colls.  164 

action  of,  on  neurones,  896 

baotcrini,  134,  i:>0 

in  acute  yellow  atroptiy,  668 

of  iliphtherin.  274 

Bireptopoccus.  206 

Toxniila.  I6.i 
Toxophorona  jcninpn.  I6>> 
Trachea,  :>32 

amyloid  maaaeB  in.  537 

death  from  pressure  on,  .^43 

examination,  poat-moriem,  of.  950 

leaiona  of,  .^6 

malfoniiationR  of.  XVi 

obstruction  of,  .">:i7 

tumora  of.  536 
Traoheal  lymph-nodea.  lesioua  of,  543 
Trani,    on   micro-chemical   rcftctiona  I 


Transpli 


I,  53 


of  tlBBI 


Transudate.  22 

Transudation,  21 

Trauma  as  determinini;  diaeue.  10 

Trematoda,  118 

T'rr;>intti.  on  tabea  donalia,  910 


INDEX 


1051 


Trichophyton  tonsurans,  146 

Trypanosomes,  114 

Trudeau,  on  immunity  in  tuberculosis,  254 

Tsetse-fly  disease,  114 

Tubal  pregnancy,  791 

Tubercle,  245 

bacillus  (see  B.  tuberculosis),  245,  251 
chronic,  573 
conglomerate,  245 
development  of,  248 
diffuse  249, 
fibrous,  574 
forms  of,  249 
granulum,  245 
healed,  573 
healing  of,  249 
lymphoid,  249 
miliary,  245,  247.  572,  591 
polyhedral-celled,  249 
tissue,  247 
Tuberculin,  254 
Tuberculosis,  245 

agglutinating  substances  in,  254 

animal,  257 

bibliography  of,  262 

bovine,  257 

complex  nature  of,  256 

concurrent  infection  in,  260 

congenital,  ref.,  258 

conveyed  by  flics,  ref.,  149 

diffuse,  247 

distribution  of  lesions  of,  257 

dust  and,  258 

frequency  of,  257 

inmi unity  in,  254 

infect i(m,  modes  of,  258 

intestinal  canal  as  portal  of  entry  in, 

258 
lesions  of,  245,  257 
localized,  245 
miliary,  generalized,  246 

local,  245 
of  adrenals.  468 
aorta.  517 
appendix,  637 
arteries,  517 
bladder,  urinary,  736 
bone.  832,  837 
bronchi.  540,  541     ' 
bronchial  lymph-nodes,  543 
ccecum,  634 

dura  mater  cerebralis,  858 
spinalis,  869 


Tuberculosis  of  endocardium,  500 

Fallopian  tubes,  790 

heart,  494 

ileo-cecal  region,  634 

intestines,  624,  634 

joints,  853 

kidneys,  720 

larynx,  535 

liver,  682 

lungs,  569 

experimental,  583 

lymph-nodes,  447,  448,  543,  625 

lymph-vessels.  528 

mamma,  795 

mesenteric  lymph-nodes,  625 

mouth,  595 

muscle,  824 

nervous  system,  8')8,  869,  922 

nose,  531 

oesophagus,  604 

ovaries,  779 

pancreas,  657 

*parotid,  651 

penis,  804 

pericardium,  473 

periosteum.  832 

peritoneum,  646 

pharynx.  532,  600 

pia  mater  cerebralis,  864 
spinalis,  870 

placenta,  774 

pleura,  591 

prostate,  815 

seminal  vesicles,  813 

skin,  261 

spinal  cord,  922 

spleen,  460 

stomach,  610 

testicles,  808 

thymus,  463 

thyroid,  464 

tonsil,  ref.,  601 

tracheal  lymph-no<le8.  543 

urethra,  742 

urogenital  tract,  ref.,  720 

utenis,  756 

vagina,  747 

veins,  526 

vulva.  744 
pulmonar}'.  569 
statistics  of,  ref.,  257 
Tubo-abdominal  pregnancy,  792 
Tubules,  kidney,  lesions  of,  707 
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Tumors,  319 

abnormal  mitosis  in,  333 

anaplasia  in,  333 

autonomy  of,  320 

bacteria  in,  330 

bibliography  of,  390 

biological  origin  of,  332 

cachexia  of,  325 

cardiac  thrombi  in,  48 i 

cell  anarchy  in,  320 

cell  inclusions  in,  330 

characters  of,  319 

classification  of,  3;^.  340 

congenital,  340 

degenerative    and  destructive   proc- 
esses, 322 

diagnosis  of,  326 

dissemination  of.  324,  .)29 

elastic  tissue  in,  n»f.,  344 

epithelial,  374 

etiologj'  of,  327 

excitants  of,  330 

intrinsic,  332 

extensions  of,  323 

local  predisponents  to,  328 

Lubarsch's  grouping  of,  340 

malignancy  of.  325 

metastasis  of,  324 

metastatic,  324 

micro-organisms  as  excitants  of,  330 

mixed  ty|)e8  of,  339 

nature  and  characters  of,  319 

nerves  in,  344 
V    of  animals,  336 

origin  of.  ("ohnheim's  hypothesis,  329, 
333 
Ribbert's  hypothesis,  [HiS 

protozoa  in.  330 

seats  of   (set*  under  various   tissues, 
ami  viscera,  and  types  of  tumors) 

shapes  and  size  of,  323 

special  ty|x»8  of,  340,  343 

tissue,  ty|)es  of,  in.  321 

transplantation,  336 

yeasts  in,  331 
Turk,  on  leucocytes,  430 
Turner,  on  fatty  sarcoma  of  pia,  925;   on 

tumor  of  pineal  gland,  928 
Turpentine  poisoning,  396 
TutiU,  on  streptothrix,  227 
Twins,  310 
Typhoiii  bacillus,  agglutination  of,  240 

conveyance  of,  by  flies,  ref.,  149 


Typhoid  bacillus  in  milk,  water,  oysters^ 
etc..  239 
distribution  of,  in  body,  238 
in  bile,  239 
in  cystitis,  ref.,  735 
in  fseces,  239 
foetus,  239 

peritoneum  of  rabbit,  645 
urine,  239,  735 
modes  of  infection  with,  239 
pyogenic  powers  of,  238 
relation  of,  to  colon  bacillus,  240 
staining  of.  241 
toxin  of,  230,  233,  236 
fever.  229 

bacillus  of.  2*29.  230 
bibliography  of,  241 
complications  of,  239 
endothelial  hyperplasia  in,  233 
focal  necrosis  in,  236 
gangrene  in,  236,  237 
infarctions  in,  235 
lesions  of,  230 
lesions  of  appendix  in,  637 
bone  in,  238 
digestive  organs  in,  736 
genito-urinary     organs 

in,  238 
intestine  in,   230,   231, 

232 
liver  in,  236 
mesenteric  lymph-nodes 

in,  235 
Peyer's  patches  in,  230, 

231,  232 
respiratory    organs    in, 

'237 
salivary  glands  in,  237 
spleen  in,  235 
milk  as  infectious  agent  in,  239 
modes  of  infection  in,  239 
oysters  as  infectious  agent  in,  239 
phagocytes  in,  234,  235 
preventive  inoculations  in,  240 
septicsBmic  forms  of,  238 
suppuration  in,  238,  239 
thrombosis  in,  235,  237 
toxsBinia  in,  229,  236 
ulcers  in  intestine,  distribution 

of,  ref.,  235 
water  as  infectious  agent  in,  239 
Typhotoxin,  230 
Typhus  fever,  286 
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Typhus,  mouse,  279 

recurrens,  276 
Tyrosin  in  acute  yellow  atrophy  of  liver, 

668 
Tyzzer,  on  coccidia,  116,  331 

Uffenheimer,  on  penneability  of  intestinal 

wall  for  bacteria,  633 
Ulcer,  58 
Ulceration,  58 

Ulcers  of  colon,  627,  632,  633 
duodenum,  626 
endocardium,  495 
intestine,  625,  626,  627,  632,  633 
mamma,  796 
penis,  804 
stomach,  611 
urethra,  742 
uterus,  phagedenic,  753 
vagina,  747 
UUman,  on  tonsils,  601 
Ulrich,  on  lipoma  of  kidneys,  726 
Ultramicroscopic  micro-organisms,  301 
Umbilical   cord,   examination,   post-mor- 
tem, of,  972 
Umbilicus,  dilatation  of  veins  about,  in 
cirrhosis,  678 
tumors  of,  618,  650 
Unna's  polychrome  methylene-blue  stain, 

985 
Urachus,  malformations  of,  731 
Ureter,  (iysts  of,  724 

inflammation  of,  721 
malformations  of,  696 
Ureteritis,  721 
Urethra,  740 

changes  in  position  and  size  of,  740 

cysts  of,  742 

dilatation  of,  740 

examination,  post-mortem,  of,  966 

gonorrhoea  of,  216 

haemorrhoids  of.  742 

inflammation  of  (see  Urethritis),  741 

malformations  of,  740 

I)erforations  of,  741 

polyps  of,  742 

prolapse  of,  741 

nipture  of,  741 

strictures  of,  740 

syphilitic  ulcers  of,  742 

tuberculosis  of,  742 

tumors  of,  742 

wounds  of,  741 


Urethritis,  catarrhal,  741 

chronic,  741 

croupous,  742 

tuberculous,  742 
Uric-acid  calculi,  726 
Urinary  organs,  696 

passages,  bacteria  of,  ref.,  735 
Urine,  tubercle  bacilli  in,  method  of  stain- 
ing, 253 

typhoid  bacilli  in,  239 
Uterus,  747 

absence  of,  747 

adenomatous  hyperplasia  of  mucous 
membrane  of,  755 

atrophy  of,  753 

bacteria  in,  ref.,  754,  759 

bicomis,  748 

changes  in  position  of.  750 
size  of,  748 

chorionepithelioma  of,  770 

cysts  of,  772 

decidua,  fragments  of,  in,  770 

degenerations  of,  753 

dilatation  of,  749 

displacements  of,  750 

double,  748 

elevation  of,  751 

enlargement  of,  749 

examination,  post-mortem,  of,  967 

flexions  of,  750 

glandular  hyperplasia  of,  755 

hematocele,  753 

ha^matoma,  polypoid,  of,  753 

hspmatometra.  750 

haemorrhage  of,  752 

hernia  of,  752 

"hour-glass,"  749 

hydrometra,  749 

hy|)er8emia  of.  752 

hyperplasia  of  mucous  membrane  of, 
/o4,  /,•>,) 

infantile,  968 

inflammation  of    (sec   Endometritis, 
and  Metritis),  754 

inversion  of,  751 

Langhans'  cells,  771 

malformations  of,  747 

malpositions  of.  750 

parametritis,  758 

parasites  of,  772 

perforation  of,  752 

perimetritis,  758 

IX)lyps  of,  753,  760 


I 


1054 


INDEX 


Uterus,  position  of,  967 

pregnant,  inflammation  of.  758 
infectious,  758 
veins  of,  759 

preservation  of,  969 

prolapse  of.  751 

nipture  of,  752 

size  and  weight  of,  968 

syncytium,  771 

syphilis  of.  757 

tuberculosis  of,  7.")6 

tumors  of,  759 

ulcer,  corrcnling.  of,  7515 

versions  of,  750 
I'vula,  d<»generation  of  nuiscle  of,  822 

lesions  of.  ref.,  599 

Vaccination.  2S9 
Vaccim^lMKlies  in  smallpox.  290 
Vaccines,  bacterial.  184 
Vaccinia,  289 
Vacuolization  of  cells,  44 
Vagina,  745 

abs(»nce  of,  745 

bacteria  in,  747;  ref..  754 

changes  in  position  and  size  of,  745 

closure  of.  745 

cystocele.  732,  744 

cysts  of,  747 

ililataticm  of,  745 

double,  745 

examination,  |M>st -mortem,  of,  967 

fistulir  cf.  746 

gangrene  of.  747 

heniia  of,  7 15 

inflammation  of  istH»  Vaginitis),  746 

lengthening  of.  745 

malformations  of.  745 

narrowing,  745 

parasites  in.  747 

|)erforations  of,  746 

prolapH(»  of.  745 

syphilis  of.  747 

tuberculosis  of.  747 

tumors  of,  747 

ulcers  of.  747 

wounds  of,  746 
Vaginitis.  746 

catarrhal,  746 

croupous.  746 

gangrenous.  747 

suppurative.  747 

syphilitic.  747 


Vaginitis,  tulx^rculous,  747 
Valsalva,  aneurism  of  sinus  of,  482 
Valves,  heart,  insufficiency  of,  504 
lesions  of  (see  Heart),  504 
size  of,  953 
stenosis  of.  504 
test  of  sufficiency  of,  953 
Van  Gehuchteti.  on  chromatolysis.  898;  on 

ner\'ous  system,  889.  893.  895.  898 
Van  Giemm,  on  artefacts  of  neri'ous  sys- 
tem, 875.  948;    on  hwrnatomyelopore, 
886;    on  injuries  from  electricity,   10; 
on  niethml  of  brain  dissection,  946;   on 
meth(xi  of  examination  of  ner\*es,  949; 
on  sunstroke.  409 
Van  Oieson's  picro-acid  fuchsin  stain,  984 
Varict*s,  cesophageal,  (>02 
Varicocele.  8(K> 
Variola,  288 

bacteria  in.  289 
excitants  of.  289 
immunization,  artificial,  in,  289 
protozoa  in,  290 
secondary  lesions  of,  288 
vaccination  in,  289 
Varix,  aneurismal,  520 

lymphatic,  527 
Vaughn,  on  alkaloidal  poisons,  399;    on 

spread  of  typhoid,  239 
Vaughn  ami  .Vory,  on  cellular  toxins.  151, 

399 
de  Vecchi,  on  tubereulosis  of  adrenals.  406 
Vegetations  of  heart,  483 
Vein,  portal,  dilatation  of,  665 
embolism  of,  662 
examination,    post-mortem,    of, 

964 
infarction  of,  663 
inflammation  of,  665 
lesions  of,  662,  663 
rupture  of,  664 
thrombosis  of.  662 
Vein  stones,  26 
Veins.  523 

calcification  of,  525 
degeneration  of,  525 
dilatation  of.  523 

dilatation  of,  about  umbilicus  in  cir- 
rhosis. 678 
hepatic,  lesions  of,  665 
inflammation  of  (see  Phlebitis),  525 
mesenteric,  embolism  of,  622 
thrombosis  of,  622 
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Veins,  obstruction  of,  17 

parasites  in,  526 

perforation  of,  524 

phlebectasia,  523 

nipture  of,  524 

thrombi,  infective,  of,  525 

thrombosis  of,  524 

tumors  of,  526 

varicose,  in  vulva,  743 

wounds  of,  524 
Veit,  on  chorionic  cells,  771 
Vena  cava,  obstructions  of,  ref.,  524 

thrombosis  of,  524 
Venom,  398 

Venous  sinuses,  thrombosis  of,  855 
Ventricles  of  brain,  dilatation  of  (see  Hy- 
drocephalus), 871,  872 
lesions  of  (see  Ependyma), 
871 
heart,  hypertrophy  of,  504,  506 
Veratria  poisoning,  396 
VesiculsB    seminales,    examination,    post- 
mortem, of,  967 
lesions  of,  813 
Vibration,  effect  of,  on  bacteria,  133 
Vibrio  cholerse  asiaticie,  241 

Massawah,  245 

Metchnikovi,  245 

proteus,  245 
Vierordt's  tables  of  weights,  etc.,  ref.,  938 
Vincent's  bacillus,  274 
Virchaw,  on  tumors,  390 
Virus  of  rabies,  282 
Vogel,  on  accessory  lung,  544 
Von  Xoorden,  on  blood,  434 
von  VMman?i,  on  endothelioma,  360;   on 

endothelioma  of  parotid,  652 
Voluntary  muscle,  818 
Volvulus  of  Meckel's  diverticula,  ref.,  618 
Vulva,  743 
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cysts  of,  745 
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chronic  catarrhal,  744 
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splenectomy,  452 

Warthin  and  Cowie,  on  placental  tubercu- 
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lularis  meningitidis,  220 
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thrombosis.  524 

Weleminskif,  on  relation  of  bronchial 
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WelLs  ami  Scott,  on  paratyphoid,  241 

Werigo,  on  disposal  of  bacteria  in  body, 
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Westenhoefjer,  on  cerebro-spinal  meningi- 
tis, 220;  on  portals  of  entry  of  tubercle 
bacilli,  2;>8 
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Wheeler,  on  typhoid  bacillus,  239 
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Whipworm,  124 
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fever,  236;   on  nodular  colitis,  631 
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641 
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on  teratoma  of  ovary,  787 
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of  skin,  352 
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Xiphopagus,  312  .593:  on  intestinal  tul)erculosis,  ()25;  on 
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